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(57) Abstract: Melanin concentrating hormone antago- 
J • • . ,^ nists containing compounds of the general formula (I) or 

salts thereof are useful as preventive or therapeutic drugs 
: / \ <>^5ity and so on wherein Ar* is an optionally sub- 

\U stituted cyclic group; X and Y are each independently a 
spacer having a C]^ main chain; Ar is an optionally sub- 
stituted fused polycyclic aromatic ring; R^ and R^ are each 
' •* / independently hydrogen or an optionally substituted hy- 

drocarbon group, or alternatively R' and R^ together with 

' ' • - • * ' the nitrogen atom adjacent thereto may form a nitrogenous 

heterocycle, or R^ together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle, or R^ together with the nitrogen atom adjacent thereto, 
Y, and Ar may form a fused ring. 
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5) DE2502588fc«. /M»l!E:*:5t;a:^®3fi:#5^«MI#$nS> ^ 



Kffx R'«, zKil. Me, Et;&a:CD^iKT;Wl^<£; NR'R'tt^ NH„NHMe;^t' 
(D—WLT^y^ NEtj, NBUj;^^:©z:ii75X pyrrolidinyl, piperidinyl,' 

iK7;WP*; R'«. H' Me, Etfj^O^TJWK COR' mt7}i^n^i^. 
yU-Jl/:t+>'. NR'R" . NHj, NHMe ?5:i'0gil$nTTt> J:Vi 

-IKTSX NBt,. NBUjJS:£©'-iK7$X pyrrolidinyl, piperidinyl, 
16 morphol inyl f3i^(Dm^7^ ») Sr; A \t. -CH,-, -CH,CH,->a:H(D7;>^;i/^ 

6) v^i'-r^Jl/ ^5:j!j;i/yiJ-^Xx>r-(J. Chem. Soc), 4678 

(1962), $>^^>\tz^^-±)V :i-:f ^xOit<^'J«7iJ7'iraXhU-(J. 
Heterocycl. Chem). 24, 345 (1987) MM^^i^m^^T^. ^ 
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10 2) K'^^x^R^f)m-'^rc\m:f3:-ox:^mmi-i^rcimWim^thx^^x 
Ytt^\zmm^^ix\,^xh^\i^^MmMmmm-^mm i ).. fsm 

' (Dm ; 

15 3 ) > y::^>mMt-)v^>\zmm-r^mm(D'f^ • i^mmx^^^mm i ) la 
mom,- 

4) iassii0^i5 • ?&i53SrijT^§B5fe 1 ) mmom ; 

5) ^ 

Ar'— X— Ar— Y— NC^ ) (i') 



20 K^", Ar ^mW!M^^\^X\^^X%ii\^^wm^ ; 

>'ffe;$nTViTt>a;v> c i_67;Wi'X;i'j|^-;i/&^-r)>oco Sfctt coo 

25 Ar \m^m^^hx^^xh^\^^^^0rm^^mm^ ; 
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,_^r)V^}V^Br) X$>^t^. hrW\uii'>. kHP^'X Ci_67;P 

15 Any'Mb^nTViTtjcfcviC i_67;i/+;p7.;pjf^r:;i/^^-r) r^ 
^xxSK'f)m-^rc\m-^'ory\^mmf-^rcimmM^^hx^^xh^^^ 

%izmmm^^vx\^^xh^\^^^mmmm^m^ir^mB5) laiso^t;^ 

20 ^ ; 
25 ; 

9) Ar Any>0?. Aoy>fb$nTViTt>J;Vi C i_67;WP^a; 

cXAoywb^tiTi^iTt) c i_67;m^->j&iS^«n^Mi^s:^n 
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11) X ^ CONH COO T*^ ^SSfB 5 ) mMOit"^^ ; 

' 1 2 ) Ar r^-^tim^^m^i^mmti^mmm 9 l 1 4 

SI8I34) iB«<0{t;^t); 

1 4) Ar T^$n§^^#^S;5f#^>0^*y U ^^fc^:^ 7i5'^>T*§ia 
IBS) E^cD-fb-^tl ; 
10 1 5) Xiy>U0NR8^;feJiNRH0 (R^I^tK^I^^. Aoy^fb^tlTViTt)' 

Ar d^^^y U >*fctt:^7^5' ^>-^J&'5S9i3 5 ) mm(^i\:^^ ; 
1 6) YTf^$n5±^OM^l3^ViL6 0X^-i?— 3e»?, -S-. 
15 -co-, -so-, -S0 2-> -NR«- (R^JiTK^H-?, Aoy^-fb^tlT^^i 

T'bckVi c i_e7;v4^;k ADy>{t;$nTViTt>ck^i c i_6 7;i/^;i'-;«j;i/ 
sJ^-;k AD-i/'>'ft;$nTiiT'bj;tiC i_67;Wl'X;VJi^r:;i/<£*-r) 

L 3 2 #ST?«3'5Wi34 ) f&moit^l^ ; 

20 17) Y*«C i_37Jl'^l/>T*-5Mf35) ^^(Dit-^m ; 

1 8) R^tR2t«g-r^g^M^it){c:gmS^WbTViTt>J;Vi#^ 

19) ^^mmmmif)^'t)v^v>. if^u^^x tf^^s^x tfnuvx 

25. 2.3-i?kHD-r>K-;K I.2,3.4-xh7fc:Ka^/U>*fc«l,2.3,4 
-xh^kHP-ry4^/U>T*Siri31 8) gB«0{fc;^«Ki : 

2 0) H«f3 5) mm<Di[i^^^fmt^0^^^mvxf3i^m.mim.^: 

2 1 ) MfB 5 ) mm<Di\:^m0'/u yv^^ \ 

2 2 ) 4' - □ n -N- [6- C (N . N - V 5^;P7 ^ y ) ^ W -2-:^7 5^; W [1.1*- 
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4' Dn-N-[6-(i-tf a U z^-)V:A^)V)-2-i-y'3')V] [i. T -tf^x-;^- 
4'-7;i':tn-N-[2-(l-tfDU>'-;M5^;W-6-^^Un;W[l.r-H7x:i 

5 ;i']-4-:^j;i/3H=^^it5 K : 

4' D p-N-[2-[(2-^^^-4. 5-$^t Hn-iH-r ;^5^ 

;i,]_6-c^y U-;i/][l.l'-H7xr:;i/]-4-:^j;i'4^=t^1^-$ h* ; 
10 4' D a-N-[2-[(2, 2, 6. 6-f h 7^ 5";i/-i-tf^ U ^5^;W-6-:^^y 

4-(4-:i7 □ D7x:n;i')-N-[2-(i-t!P U z^tDV^^'^M-^-^J U:r;W-i-tr 

N-[2-(i-tfD ij i?ri;i/^5";i/)-6-=^^y Ur:;W a, r-if7xri;w-4-;«7;W5j^ 
15 +1^-5 F ; 

6-(4->^5";U7x::i;i/)-N-[2-a-tfo u i^::i;i';<5^;W-6-^y u:i;W-:35^ 

20 6-(4-^ h:^^>'7xr:;i/)-N-[6-(l-fcf a U >?:n;M5^;W-2-<^75^;W-3i5^ 
6-(4-p^^;i/7x-;i/)-N-[6-(i-trn u >>n;i/^^;W-2-:^75';W::inf > 

2 3)^: Ar'-H ttll) 
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5 2 4) mM9mmx^$>^mm i ) mmmi ; 

2 5) ifisBi) mm(D)f>y:=.>mmt^)\^=e>^mit. m^m^mm> 

2 6) it: (I) i!m-^n^it-^^^rc\t^<D^(D^mm^m^W}mz^^'r^ 
2 8)^ 7::i>^*;i'^:>c^Hf i>^ao^B& • mmn^mm-^tc}^ 

15 (D. ^ (I) T^$n5{fc'&tJ^:fc«^©:i©«gffl ;• 

2 9) lEIijeo^Bfr • ^&i!i^J&mji-r5fcfe©. ^ (I) T^SnS^b^il^ 

tjia\zm'r^o 



20 Ar^T^^n-s rMms^WLTViT^bckVi^ttaj fcisjj-^ r^t^sj 

Hill?. r^Sj^j thx\t. m^\it. aS'&^^j^.s, 
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\/-;K, ^t-^^^lJ-y^-JK 'rV:t^1fV^-;k tfUiS^X If^i^X t!U5>^ 
X tfUiS^i^X l,2,4-t=^^-9-^^7V^-;k I.3.4-:t=^rlJ-5^77~;k l."2.4 
-5^7>^71/-;K 1.3, 4-^7 i^7l/r-;k 75"tf >3&£:6<^tf e.tl5. 

10 2-,3-SfcJi4-tfUv';K 2-*:rdi3-7U;K 2-.4-^7t«5-5^7y 
U;K 2-,4-*fctt5-:^-+1^yU;k l-3-^fctt4-H7\/U;k 2-tf 
75^-;K 2-. A-^rc^t5-}fVB,i>=.)V. l-,2-*fctt3-t!PU;k 1 
-.2-*;fctt4— r$yyu;K 3-Sfctt4-t!U:$^5?:i;K 3-l'V.5^7\/ 

u;k 3— ry^^iJ-yu;K i,2,4-:t^u->^7i/-;i'-5— r;k 1,2,4- 

25 ~4ffl)*-^ty9;5:V>Li4m. tt9 10 mwSffi'&^S^^^;^ 

B.^'J-)W <yX't^'^V-)V. Ky^J^7'/~-)V. Kyx-^v^yJ- 
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/^1J-UX 7x:h>hUi^X 7xy5^7i^>, ^x/^l^-J^X ^iS'^ 

i^y. i-y^Vi^>. =¥i-V^j>. i^yy^jy. :fy}v;v/~)W &-ti)Vt^ 

-,5-*feH8-J^ry »J;^; l-.3-.4-.5-,6-.7-*fe«8— f V^^^yU 

; 1 -. 2-. 3-, 4-. 5-, 6-^fc« ?-< > H U ; 1-. 2-, 4-S&tt 5- 
-f y-O FU;i/ : l-. 5-Sfc«6-7^^i^:i;l' ; 2-. 3-Sfe« 5-+/^ 
10 •tfU-;i'; 2-.3-,4-,5-*;fctt6-^>y7^-;p; 2-,4-,5-Sfe«6 

m^mmM'^^^t vxit. mx\t. e u 1 4 ©^^s^ 

tfUSv^X 5":t7xX 7^X ^7V-}V. -iV^TV-)]^. ^ 
v7y-;K l,2.4-5"7S^7y-;K l,3.4-5"7>^7y->)K ^^/UX 

-fy+yux <>H-;k '^>y9":i-7xx ^yx^^^'J-)v. ^y 

rmm^^Wrimi (OmmtLXit. 2-.3-^;fe:«4-tf7x:nU;W:3 

- i\-i-y^}V)-\, 2, i-:t^-^i^7V-)V-B-^ )\^ ; 3- (2-:^75";P) - 
1, 2, 4-:t=¥D--y7V-)i^-^-^ )\^ ; 3- (2-^>y7 -1, 2. 4-:t=^ 
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iti?7v^~;p-5— ; 3-7x-;i'-i.2,4-:t=^-tJ-e^7v^-;p-5— r 
)v : 3- (2-^>x-t^D-'/^j M-i. 2. 4-:t=^'9-':?7\/-;i'-5— r;v ; 3- 

(S—r > H U -1, 2, i--t^D'-y7V-)l-^-^)i^ : 3^ (2-< > K U Jl/) 
- 1 , 2. 4 - :t 4^-ti->^ 7 5 - ;i' ; 4 - 7 X 7 2 — f ;i' ; 4 

-;p-5— r;i/ ; 5-7xz:;i/-'ry5^7^/~;i'-4-'r;p ; 5-7x:n;i/:t^ 

■y-v^-;i/-2-'r;i/ ; 4- (2-5^xrjW7xn;w ; 4- (s-Wnji/j^xn 
;i/ ; 3- (3- trU 7 x:iJl/ ; 4- (3- tf U S^JW 7 x-;i' ; 6-7xz:;i'- 
3-trU>^;i';5-7xn;i/-l.3,4-:t=^1^-i^7^/r-;i'-2-^;i/;4-(2-^- 
10 75";i')7x-;W; 4-(2-'^>77^:i;W)7x:i;i/;4.4'-r;i/7xr:;W; 
5-'7xn;w-2-t!>J>?;i': 2-7x-;P-5-ifUSv':=-;i': 4-(4- 
eUS^;W7xn;P; 2-7xr:;i.-l.3-:t=^^1fy-;U-5->r;i/; 2.4->? 

7xr:ji/-i.3-:t=^iJ-V-;p-5— r;i' ; z-y3^=^}V-^vir^T^-)V 

- 5— r ;i' ; 5- 7xr:;i/- 2 - 7 U ;U : 4- (2 - 7 U ;W 7 x:!;^)^: ^J&JW 

15 e>tl^. 

HfflBLfc r^«»J CD?^j:50^T'=b, T]^^^ 6 ^J: b 1 4 

(M^ b < 2-, 3- S Jfcf* 4- lf7 x:iU ; 6 - 7 xnjW-3- tf 'J v'^k 
20 5-7x-;P-2-lfUi^;PJ&:i:) J 

r^5?#;^^TOIb7K^»j ibTJ^, ^aj^JiC3_8S^^P7JWK C3 
25 iy^uK>^}W ->^da:^>^;k >'i^p'\::^^;K ->^a:t^5^ 
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15 ^=^1f^5"l/>-r5X 1. 3-i>Jt^-9-X 1, 4->':t^'y->f<j:<ifW 

h im^. $ b< \t 2 3 m^nmmimMmii^^^Mco i ^ 

sj^n-s^xPM^* I m&.±m^i-£. 1-^4 m) ^^ts sm^vuM.iif^ 
L<\t9 ^rz\t 10 mm-^^n^^^^mm^mfSiE-^mH^n^o Mi^^ 

\z\t. i^k FP^>y77>> >?kKo/^>X'l'5iS^\/-;k >?kHP^> 
X:t^1^-l/-;k v^kHP'^X/^^Ty-;^ i?k HP^>X-f 75^71/- 
25 ;K >'kHP:^7h[2.3-b]^:f7xX xh^kHP-f V^/UX xb 
^kHP^/UX •'f^HUX -rv-OKUX xh^kKp:^^/^lJ-U 
>, xh^.kHP7x:^>hUS?X <\+1^k HP7xy5"7v>, A^^+h 
kHP7xy^-t}->>>, xh^kHP7i5'^v>, xh^k FP::h75^>J>? 
X xh^kHP+:hyUX xh^kHP-»/UX xb^kHP;^?;!/ 
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E). z^.^7)V^vyi?^'^y(ms ^9-vy-j^^'y. x^uyi^t^-yu 

^^5^;!/;^.^:), Ci_67;i'^;i<'-Ce_i47U-;i/-C2_67;i/^:^;K^?iJ. ^ 
5^;P7xr:;i/XT:i;i^;5;t*). APyMb^nTViTfeJ:^^ c 3_6 v^J^p7;1' 
4^;K Any>'fb$nWTt>J:ViC i_67;i'^^'X AP'JrWb^nTViT 
%) .fclri C i_e7;WP5^^. eife»SWbTViTt).i;Vi C 7_i97^;WK 
20 k:KP=^>'> S^S^WbTViTt>j:ViC6_i47U~;P:^-^S^. B^S** 

47U-;i'-5t7;Wt^<;K 757. 75/-Ci_6 7;WK0iJ. 757^5^ 

;k 75yx5^;k 75y:/ptf;K 75y7'5^;i/?^av ^y-Ci_67;i/ 
^;i/7ay(^j, :^^)V7^y. x^jvr^y. ^fuiDvys./. -rv^'ptf 

>>x^;u7sy. >?:/Ptf;i'75y. i:?:/5';u75y, xf;i//5';i^7 
^/-Ci_67;wi'75y-Ci_67;i/^;K«n|. ^5';W75y 
^5^;k x5^;i/75 7p^5^;k :/Ptr;i'75y7^^;w -rv7'pt!;i'75y 
x^;k r/^^ji/y^yx^^ji'y^i:). >?-Ci_57;wi'75y-Ci_67;i'=^^ 



wo 01/82925 PCT/JPOl/03614 

16 

)vm. e?^^;i/7$/pt5^;k >?x5^;i/75y;i5^;k e^T^ntrjUTsy^ 
Ar rgiKSj ±IBgSiS*. liJKS©«mig;^^etc: i 

irlB rAPy>"fk$tlTViTfeJ:V>Ci_67;Wl'J i:bT«. 1 
20 3^Vib5<@. i(f^b<«l ;5:Vib3fi0Aoy>|g^(^J. •7«/5S> MM. ^ 

^r:73K3^^)*WbTViT'feJ:ViCl_67;WK0^l^ y5";K x5^;k 
i?tf;k -fV7°pe;k y5^;k -fy^^^^jk sec-y^5^;k tert-y9^;k 

5';k 5^y;p:tn;45";k hU^np^5";k hU7;i/:e-Dy^;k X5^;k 
25 2-:/n^x5^;k 2.2.2- hU7;P:tDX5^;k ^>^y)V:tux^)V. y 
ntf;k 3.3.3-hU7;i^^D:/nt?;k ^vifaifjv. :/5^;k 4.4.4- h 
U7;i/:fD:/^;k -i'y.y5";k sec-:y5^;k i%xi-^^)V. ^>5^;k -r 

y^>5";k ^:r'^>5^;k 5,5,5-h'j7;i':tD^>?;k A:^^v';k 6,6.6 



wo 01/82925 PCT/JPOl/03614 

17 . 

e,ns. :R#:«njtbT«, >'i^n:/pf;k '>i^p>^5^;k v-^^p^^-^^jk 

v/^p/\^->;k 4,4-i^^PP,>'^P^^>^>'l'> 2,2.3,3-xh^7;P:tP 
10 >'i?P-^>5=';K 4-^PP>'^P'N^>'-^I'^<J^*^^''^^^^«' 

1)^V^U5<@. {iFSL<ttl»:Vib3^©APd^>M^(^J. 

Xh^v-. 2.2.2-hU7;i':rPXh^i^> ':rut^^i/. ^v:/p^=^^i>. 

MI3 rAPy>'fb:^nTViTt)<J:ViCi_67J>WV^:tJ tUT«, «?<J^«> 
20 175:ViL5<@, iif^L<fti;^ViL3fi®APy>M^(««I. y^M. MM. 

25 p tfjp^^^t, -f V :/p tr;i/5^:t. 7'^;u5^:t. 4. 4. 4- b o ymu^^)V^ 

bU7xx;M5^;k l-:h75^;M5^;k 2-^75^;1'>^5^JK 2.2-V7X 



wo 01/82925 PCT/JPOl/03614 

18 

:n;wx^;K 3-7xn;i/:/Dtf;K 4-7x^;P::^5^;k 5-7xn;i.^>5^ 
TV>Tt>J:ViC3_6>'^n7;WK /^u^yit^nx^^Xh^^^C i.^7)V 

^y-Ci_67;i/^;i/75y (^j, ;<5^;P75y, x5^;i/75y, yotr 
10 )V7^y. -rv:/ne;i^75/, :/5";i/75y^i:^)> v'-c i_67;I/^;p7 
5y(^f»j, -j^^}V7^y> ^^x^)V7s.y, >^yntf;P75y. ';^:/5^;i/7 
5/, x.^)V^^A75.J13i^). 75y-Ci.e7;wK^, 75y^5';K 
75yx5^;k 75/7'Dt:;K 7^y^'^jufsiii). ty-Ci_67;wP 
75y-c i_e7;WKM. >^^;i^75y^5^;p> x5";1/75/^5";k ^ 
15 utf;i/75/^5";k -f y7'Dtf;i/75/x5^;K 7*5";i/75yx5";i/;^j:a, 

;i/A^-r;k An'>'>{b:§rnTViTfej;ir>Ci_87;P4^;p-:^7;p#::i;K Cj 
20 _67;1'34^'>-;<7;I/5H-;k^3|> ^ h^>';^;;^x^?-;^> xh=^'>*;p#-;k 

i^-c i_67;i/=^^;i/-:^7;i/A^:-i';K^j. 9)t^^)Vf3)VA=^-()V. -Jx^)Vti 

25 Ci_6 7;w^;i';^;p3t^x;k 3^^;^5;^75y> ;\oy>{b;$tiTViTt)a;ViC 
i_67;wi'-;^;p#+iJ-5 H> c i_67;prj^'>-;<7;i/Ji^*iJ-5 ]^m. ^ h 

:/h+s>:^7;i/3i?+i^s hVj:£). c i_6 7;1'4^;1/x;pj}^-;p75/(^!|> 
;p^;i.3f;-;i/75/> x5";p;^;i/>!jN:2;i/75y;a:i*)^ c i_6 7;i/4^;i'-;^7;i/3}? 



wo 01/82925 



PCT/JPOl/03614 



19 



zDVt^i^m. zfu/'^y-OVt^-^-fa^). C ^.^7)U:n^Z/- 

:^)l^^=.)Vt^-ym> :<V^'yti)V^:^)Vt^i^. j:h=^z/tl)V:^:=.)V:t^ 

Ci_67;mr;p-:^f;i'A*^-f;i/:t=^->(^j, ^5^;p;^;wt^:-r;i':t=^^'>> 
nTViT'bJ:ViC3_6'>^ci7;i/^;i'j ^ rAO'j7*>{k$nTViTt)<fcVi c i 

filx-Ji. 1 m^iy 5 ®. $f*b< 1 i^v^b 3 i®©AD^>|g^^(M. yyM. 
BulH rAO'^'>'fb$nTViTfej;vu i_67;i/+;ux;i'3^-;i/j tbT«> 

7.)V:^=:}V. '^^)V7.)V^:^)W sec- >f5";i/;^;U3fJr:;k tert-:/5";i'X;P 



wo 01/82925 PCT/JPOl/03614 

20 

t^^D-B,}im> 7-feh7^K. :/D;i>75h% :f^>7^}^f3iii)f3iiiii^ 
10 ii7V-)V^^i^i thXlit. M^\f. yx.:=.)Vt^-y. \-i-y^m^i/. 

i-±y=j'}]^:^^i/itEim^^n^, 
H&IB ^e^fe»;£:tbTViTt)j:ViC7_l977;^=^;^*=^'>J fc^tts rc 

7xn;i'7'otr;i/:t^v, 4-7xr:;i/>^5";i/:t-^v, 5-7x:^;i/^>5';u 

taiB rs^s&<|-LWT'bJ;vu6-i47U-;p-;^;i'>'W;i/j Ki^tt 
§ rc6-i47U-;i^-;iE7;i/A't-i';i/j hx>x\t. mx\t. 7x-;p;^;i/n^ 
20 'T;!'. \-^y'f')\^Miv^^)}/. l-^y'f')^^%)\^n'^^)^/n•^■t^^w^i^n 

i47U--;p-*;i'A^-r;i'j t^jstts rgm»j i:L/T»> les rgj^iss 

U^X\f^Xt^\^\ 



wo 01/82925 



21 



PCT/JPOl/03614 



10 ViT'bJ:VU6_i47U-;P-:^;i^5i^;^>>k e^S^:tbTViTfe<kVi 5;^Vi 

Lio*^#]Km^^s. Ci_e7;pn:^v'-Ci_67;i/=^^;p (R p^h^e^^ 

^'jk xh^^^;;^^";^ > c i_87;un^5/-*;P2i?r:;i/ 

3!j?-;K. xh:^^'>*;u#-;K :/ojH^'>*^jJ^x;k tert-:/h+'>:«;;i/ 

15 1 b 3 IST^^o *fc. M^^W 2 TO±©^-&> 

20 rAO'>*>{k;$nTiriTt)cfciriCi_67;Wl'-:^A2j^--^l'J > r;>oy> 
25 tbT«, ^aiAjf, 7xx;k l-:^75';^. 2-:?-75';k 2-'f>xx;k 

X\%. ffiSB rgg|*$WbTViTt)J;ViC7-i97^;WH rg^ 



wo 01/82925 PCT/JPOl/03614 

22 

Iff * b < 1 ?5: V5 U 3 5, ttm«iC3&* 2 fi£il±©ii'&> ^gfilS«l^ 

-, 4-*fc« 5- If U 5 v^:!;!- ; 1 2-^rc\t 3- tf P U;i^ ; 1 -. 

4— r 5 iS^\/U ; 3- 4- tf U yi^=.JV 3— r V^T^JV )V ;Z—iV 

20 :t-=^1^yU;i' ; l,2,4-:^-^1J->>7y-;i/-5— l-jP; l,2,4-:t+■y->^7y~ 
;^-3— r;i'; 2-,3-,4-,5-^fcf^ 8-4^y U;P; l-.3-.4-.5-,6-.7 
-^fcti 8— rV^y ; l-,2-.3-.4-,5-,6-^fc(i7— f>h*U 

l-,2-,4-^fcfi5-<V-r>l^U;P; l-.5-*«6-7i5'^>^ri;i/ ; 
2-, 3-*yS:« =^^1?-U ; 2-, 3~, 4-. 5- 6-^>V7 7X 

25 ;W ; 2-. 4-, 5- 6-'^>\/5^7y U;i/ ; 1 2-. 4-. 5-*feJi 6-^ 

mm^&^^vx^^xh^h^ 5 iQ K^mimmmM}\zm-f^m 



wo 01/82925 PCT/JPOl/03614 

23 

a> nhO. i>T/, Aa'5r*>'fb$nTl5Tt>J;ViCi_6T;W^;K C6-14 

c 6 - 1 4 7 'J - c 2 - 6 7;p^:::i;i' (^J^ >^^jvyx. - ;i/xx-;p;^ a , 

10 ^5^;i/7sy, x5";i/75y, yDtf;P757, v:/ph-;i/75 7, 

;P75/75:£). i^-Ci_67;WU7ay(«»l, 5^^5^;i^7^y, e^x^;i/7 
ay. s^:/Dt:;i/75y, >':/5^;W7a/, x5^;p^5";i'7ay;5:a. 
-Cl_67;w^7ay-Cl_67;w^(^a!^ p^5";i'75ypt5^;K x5^;P7 
ay;<5^;p> :/oif;W75y^5";k -rv'/ptf;i/7syx5^;k ::^5^;i/7 

15 5yx9^;i'}*5:^K i^-C,.,7)V^)V7S.y-C,.,7)V^)Vm. ^J^=^)V 

7s.y^^)W >^x^;W75/^^;k i^:/otr;i/75y^5";K i^-fv^ 
D tf;P7 a y x5^;u. >^ >^5^;i/7 a / x^jvfiE) . ^tai^^vi mmint7 
sy. 7'>;k 7->;i/75/. 7>';i/5r+v'3^^*^^tfe>ns. ema®ic 

nTViT'tJ:ViC3_6V^P7;Wl/j , rAn'j7*>"fl::$nWTtJ;VUi 
_6 7;pn^>^j > rADy>{b$nTViTt)«J:vUi_67;p^;i/5^:tj , 

25 C6-i47U-;W:t=^^5/J > rgg|«^WUTViTt)J;ViC7-i97^;Wl'^ 
Vi^^^j Jc*5tt§ rtt^Sj rtt^S*WLTViTtci;v>5;5:ViL7 



wo 01/82925 PCT/JPOl/03614 

24 

mm ^yi/M .hUXtt^ mjf> ^^:-CO-R^ -co-or^, -co-nr 

5 ^R^ -CS-NR^R*, -SOg-R'* , -SO-R -PO(-OR ')-0R* 

mamm. ^fc^aii) «ife»*#LWT'&.fcv>m^^»;R''W:(i) 

v^lg^SS ; R n^TK^M^tfc^c i_67;p^;i'?^^b : R 3 i r '•it^PM 

;k -ry:/5";k sec-:/5^;k tert-:;^5";K ^>'^;k ; 
b)C2_67;P'ir-;K*fy;tf^. tf:i;k 7U;k ■i'y:/o^r:;k 2-::^x-;p 

20 ; 

25 e)c 6-147 U-;KmJ^. 7xx;k l-:f79^;k 2-:^7^;k 2— f> 
•rx 

;k 2-7>XU;i')^a, ^?*L.<«7xX;i/; 

f)C7_i97^;WKmf^, ^>>?;k 7xt-^;k >'7xx;M5";k h 

U7xX;M9^;k l-:^7^;M^;k 2-:^75";M5^;k 2,2-v7xX 



wo 01/82925 PCT/JPOl/03614 

25 

;1/x^;k 3-7x-;u::^Dfcr;k 4-7x-;1/::/'5^;k 5-7xr:;p^>5^;i/ 
5 rg^»^#bTViTt>J:Vi^{b*^Sj fc*5Jt§ rfii^^j tvx\t. 

10 jm. ^^;i/75y, x5^;u7sy, ::^nt!;i'75y> -ivzfuMm^J . 

3}>;1/$;k Mt^^^'y. 5":t*;w'?^-f ;k Aoej*>^b$n 

TViTt)J;Vi c i_6 7;i/+;i'-:i!7;i'Ji?x;kc i_6T;i'3=^r'>-:^;U2J^-;HiRI> 
15 b^^ri^*;!^^;^ xh^v;^7>5j?-;k' :/Dii?4^'>;^;W^-;K tert- 

m^iiS, S^«SWbTViTt)J;Vi Ce.i47U-;u-;^>>I'fc^l^. 

Tt)J:Vi c 7_i977;wi':t*'>-*;i'j}?x;k ««i»*WbWTt>iVi 
20 5 ?5:viL6Mm*m5t7;i'jJ^-;K t/-Ci_67;i'+;i^-;<7;wt^'r;K«si, ^ 
^;p;!j;wt^:-r;i-> x^;i/:^;i/A*^:'f;i/;^a, >>-Ci_67;i'^r;i^-*;i'A 
^-f;Kf!l, i^pi5^;i/:3!7;i'A^^;K v?x9";i';«j;i/;i^-r;i/, x5^;i/p^^;i/:^7 

25 {k^^nxviTfeJ^Vi c i_6 7;WI'X;p*x;k tti^a^WbTViT'bJ:^^ c 
6-i47U-;Px;u*x;k 3j^;i/5;i/7$y, c i_6 7;u4^;u-*;p3j^->'U:t 



wo 01/82925 PCT/JPOl/03614 

26 . 

rAny>'fk:$nT^iT$>j;ViCi_e7;ww-*;psJ?:=^;pj x rAD'y> 
^b$nTV5T'bJ:ViCi.e7;i/4^;i/:^;p*=:;i/j tbxtt^ ^n^nmB r« 

«<£WbTViT'bJ:ViCa-i47U-;i'-;^7;i'fc;Pj tvxu. ^Mtm 
IB rgjgiSs#bTViTt>i;v>5;^v>b7MgafDS!|!bi75/j (c::fe>ts rg 

20 rggia&WbTViT'fea;Vi c 6_i47U>-;p:t+'>-:^7;i/fc;h tc^stt 

25 \f?> j.is7^}l^)V^^iy-i}M=.)Vi t hXii. mx^. Oi^jl' 
2-:^75';^^9^;^:^•^v;^7;^fc;^. 2,2-5^7xx;i/X5' 



wo 01/82925 PCT/JPOl/03614 

27 

5 -n5^y^;k 3-xy-f;k 2-7D'r;k 3-7d^;k t 

6-147 u-;i';^;i^j^-;i'j , rejfeS<&wuwT%)j;ViC6-i47U 
;t7;PA^:-i';i/:t^->j \zm^ rg^sj tbT«. tSIB rg^s^WbT 



wo 01/82925 PCT/JPOl/03614 

28 

4 fi) ^^ti 5 L 14 M> * b < 5 ;5:Vi U 10 ^o^mm^MmU ^iii 
mf^n^o 5^:t:7x>, trn-;k -f 

tf7\/-;i^, 5^7\/-;k -(v^rv-)V. -ry^t^ij-y- 
15 ;k hfue^x tr^vx tru$>^x tfu^J^i^x i.tA-^^'&i^rv- 

)V. 1.3,4-;f^iti^Tl/~;K. 1.2,4-5^7^^7y-;K 1.3,4-5^T>?7y 

'^>X:r^1^v'-;k ^>y5^7y-;k ^>x-f y5^7V-;K :^7^[2,3 
-b]5^:t7xx ^x/^^-y-^^-rx -r^K-;!/. -ry-r>H-;k ih-^ 

X :^75^ue^x ^/^tJ-ux 4^:^yux v-v/ux ;i!7;i/Ay-;k 

/3-:^?;i/xj^UX 7x:^>hU>>X 7^''Ji^X 7x:h>^>7x/5"7S^ 

-:?X 2-*fc«3-t!7VUX tf^yjS^X 2-^7yjX tf^Uv'X 
fcf^^i^X A+1^pC5^l/W$X =e)Vt^U>. ^:t'e}\^^^J >f3:^i)m 



wo 01/82925 PCT/JPOl/03614 

29 

zm^mi'ii'^ ^m\iin^ i 2 a, ^ b < \t. luit^n mo^^um 

10 ■ l-3-*fctt4-l:f^yU;i': 2-tf7i^-;P; 2-. 4-^fc(^ 5-lfU 

■ i-.2-*fctt3-trpu;i': i-.2-*fctt4-'f $^yu;P;3-s 
fctt4- t!Ui5^>^-ji/ a—f y?"7yu;p : a—r v:t^iJ-Vu;p ; 1.2,4- 
:t+i^-i^7\/-;p-5-'f 1. 2, 4-:t^ifi^7y-;i^-a-'r;i/; 2-, a-. 4 

-.5-^fclt8-^yU;i/; l-.3-.4-.5-.6-,7-*fctt8-^V^yU 
15 ;i/;l-,2-.3-,4-',5-.6-*fc«7-'f>FU;P;l-.2-.4-tfcJ^5- 
y-r > H U ;U ; 1 5- *fc« 6- 7^57 ; 2-. 3-S;fe« 5-=^^y + 
1^-U-;i.;2-.3-,4-.5-*fctt6-'^>y7^.-;l^;2-,3-,4-.5-$;/5: 
6-^>y«n;i/ ; 2-. 4-.5-*fcJi 6-^>y5"7y U;l' : 1-. 2-. 4 

20 -Sfc«3-tfoU$^::i;i'; l-.2-4-^fc«5— r5i$^yUi^-;i. ; 2-^ 

fc«4-^s^yun;i/;2-.3-^fe«4-tr^yu>^-;P: tr^u>^/ ;2 
3- ^tcit 4- tf^u ; 1- 2- ti'^^i^-Ji- ; t;i'>i^u y 

26 ^ raifeSSWbTViTt)J;lri1g^S»J fc:fettS rgtfeSj i:bT«> 

fi, ^(f*b<(ii^viU3iaT'^§, g^«ic;o?2m±®«^. 



wo 01/82925 PCT/JPOl/03614 

30 

R^-r^^ns rc,_e7;wi/j thru. m^^. x5^;k 

□ If ;k < V :/□ tf;i/. •:f^)i. ^ y s ec - ter t - 
-ij}v?-^=E-()vm. ^^^=f-)vti.)vn^^)v. -jjL^)Vii)vn^'i)v. x^jv 



wo 01/82925 PCT/JPOl/03614 

31 

z.zrQ. ^;^D'y>-^b$nT^iT1)<):ViCl_67;^4;^-*;^fc>'^J^ ''>'^ 

IB rg^»&WbTV>T'bJ;Vi5&ViU7M&»^4^75/j fc^fetts rg 
15 ^s<£WL.TViTt)J;ViC7_i977;P^;i/^=^v^-:^>'l^^-JH ^ rg^s 

20 rsm»?&WbTViT'bJ;ViCe-i47U-;u-;«;;wi^^;pj ^bT«, 

25 g^$nfc75/?{>«#tfe.n.0Sb<«, it;:-NR^-coR«> -nr'^-coor 

6a ^ -NR'^-SO^R*', -NR6-C0NR«•R«^ -PO(-OR '')-0R « 
-P02-R« Kft'^ R5ji7K*M^*fcJiCj_67;Wl';RniWIBR'i 
l^ita ; R 'n^HulB R ^'^b.WMm \ R "«R ^^l^ic^S^'TJ T^$nS7 



wo 01/82925 PCT/JPOl/03614 

32 

:^)Vts-)V7S.y m. yj::=-JV7^/t})U:^=.}]^7^yUa) . AP^> 

HJfeS^&^l'bTVJT'b.fcViC 6-147 U-;i'X;Px|>r:;W7^y 4 
c^x. rg|fe^^^bTViTt>J:ViC6_i47U-;i'-;^7;i/j}^^it$ h*j . 

TN- (fi^S<^^LTViTt)J;ViC6-i47U-;P-;^j;i/fc;i/) -n-c 

i_67;i/+;W75yj . rg^^^wuTViTt)cfctU7_i979;WP-;!5; 
fj . ^mmm^^Lx\^>xh^\^^i^mmmmm-:^)v^^^s. 

25 Hj. rg^S^WLTliTt)J:ViCe_i47U-;P75y:*r;W3|?-;i.75yj 
ram«j iiLTtt. Mie rsil«^WLTViT'fej:ViC7_i97^;i/4^ 



wo 01/82925 PCT/JPOl/03614 

33 

:i-di^iyi)mf^n. iif^VKit. ^:-0-m\ -0-COOR^ -0-CONHR 

5- ^ -po(oH)-oR' ^ifcti-poa-R^ i^^. K'imB^^ tmMm^^ 

^ rgmsj ti.x\t. mm mi^&^^^hxi^^xh^i^^c j-,g7y)v^)vi 
^m.^mm-'Xtb'oxhmis.-ox\i^xh^\i^. 

25 

^^> m«4.5-i^kHD-i.3-:t^-y-y-;w-2— <;k 



wo 01/82925 PCT/JPOl/03614 

34 

\zm-f^ mmmi tLx\t. mm rams^wuTi^^Tt)ckVi5/cj:v>b7 
mmmi ti^xm^hifhoafim^^^n^o 

iimS<£WbTViT'l)J;.Vi C 7_i97^;P4^;p:t^^^ (0*L< tt^>5^;P:t 
4-^ 3 -pi 4-7 

;P:t^>';^j;a ;g^a^Wl.TViTfeJ;ViC6_i47U-;P^4^'> 
<«7xn;i/^4^->;^i:) ; 75/ ; ^:y-Ci_67;i/^;P75y ($?^L< 
;^9')l7B./fS.^) ; $^-Ci_e7;i/+;i^7$y (0*L<Ss 

5 Iri L 7 MIS?n^^^75 / L<\tl. 3->?:t+V-l, 3->>k K P-2 

H-ry'i'>H-;p-2-r;K p<5^;i/kr^ui^/. :^-=^^ytf^u>»/;^a ; 



wo 01/82925 PCT/JPOl/03614 

35 

^\.<uy aLZL)Vijm=^-( }\^. 4-p^h#v'!7x:i;V':^;;wt^'i';K 3, 

^^^^ K(»*u<«^>v^5^^7x>-2-'f;p;^;p5l?=^^i^-5 ; 
N- (sm*&wbwTt>j:viCe_i47'j-;i'-*;i'^-;w -n-Ci_ 

/3^£) ;S^»^WbTV^TfcJ;ViC6-i47U-;P75y;^7>'l/fc;i'7S 

y ($f^t<tt7x-;i/75y;^;p>j^-;i'75y/^j;^) 

T«bJ;ViC6-i47U-;W^;l'*-;i'75y «ff*b<«4-p^b^>^7x::i 

L/WTl)a:ViC6.i47U'-;P (0St<Ji7x::i;K 7;i':tD7x-;K 
25 ^DP7x-;K ^5^;1/7x-;K ^h^>'7x-;W 



wo 01/82925 PCT/JPOl/03614 

36 

;|/:rp^>S^;i':t^S/, 4-;<5";i'5^;f^>>?;i/:^=^^S/, 4-X5";i'^>>? 

15 H-i'y'r>F-;i/-2-r;K ^^^jnf^uv^/, :r^vtf^u>^y;^=ca ; 

-v^t h*P-l,3-:f+1}-\/-;p-2-'r;i/;^i:) ; :^}VS.}y; tiM^i^ ; 

gij|«*Wi/WTt)J:Vi c 6-147 u-^;i'-*;p3i?-;p (0i^v<\t^>V 

;i/*;i/;it-r;p75:a ; c ^^^7)i^n^>'-:fy)Vt^~)\.m^L<i,t. 
)V-:fy)Vts^^s, H ($f*t<«7xx;i';^;;i/jK^it5 2-^ h^$/7 



wo 01/82925 PCT/JPOl/03614 

37 

N- (S^g<^WUTViTfej;ViCe_i4TU-.'l'-:i;;l/fc>'W -N-Ci_ 

> 

Tt)j;ViC6-i47'j-;i'x;P7i^-;i'75y (^if*L/<«4-^h^'>7xn 
;px;i/4^n;i/75y;^.f^) ; B^»<£WLTViT*)J;VU 6-i47U-;w-:^ 

7x-;i'-tf'Ji^;w (^f*t<tt6-7x:i;p-3-t!Us?;K 5-7xr:;w 

-2-t:Ui^;W . 7x-;P-7U;W ($f*b<tt5-7x::i;i'-2-7U 

;p) , 7x-;p-i'y:t^-9-i/->'l/ ($FSL<«3-7x:z;i/— rv^+=t^ 

15 y-;i/-5— rji/) . i/*7xn;i/-^+u-y-;w m^h<\t2, 4-^7 

tt4- (4-trus^;i/) 7x::i;p) > 7x-;w-tru5i^::i;w (»^u<« 
2-7xnji/-5-eU5v'r.;i/) . '^>y7^r:;i/-7xr;i/ (|?*U< 
«4-.(2-'<>\/75-;p) 7xn;w . 7U;P-7x-;i/ (if*t<« 
20 4- (2-7U;W 7x:n;i/) 

i47U-;W (|?^L<tt7x:::;k 7;i/:rP7x:z;k ^uuyx.-)V. ^ 
(1) ;>Dy>lIi^ (^^b<t^7'ym. mm) , /NP-^^^-ib^ 
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x:nj;i/) *75:W:7x-;i/-fcfUi?;i/ (0Sb<«6-7x:i;i'-3-eu>? 
5 ;k 5 - 7 x-;i/- 2 - 1! U ; ^rc\t 

i}^^m\tn^iti.-^^\yz m<om.Wkm & w tx v^x j; c « _ 1 4 7 u -;k» 

10 *L<«7xr:;K 7;i/:fP7x-;k i57DP7xn;k ;^5^;l/7x-;k 
b^i/7x-;W d^SSJfn§S«IS*^n^hl *;^«2®WbXl^iX 

t>J:Vitf^U':^-;i/ (tf^Ui^y) xa&-5. 
15 ^®lI^:dn;^j:V^L6M75;oXVi§PBlfiB^««. ^dX, r^»M 
3®ibX^;l§, 

20 -CO-. -SO-, -sog-v -NR«- (R8«7K^M^. Apyxb^nxvi 

x'b^vi c i_67;i/^;k APy^-fb^nxv^xtjicVi c ^-^7)v^)v-ts)V 
#-;k AP>j^>{k$nx^ix^ci:vu i_67;i/^;i/x;i/5}^n;i/^^-r) . a 

P^*>'fb$nxt^iXfe<J:l/i 2ffi® C i_6?^SS;^«^», *3j;(!>*2'ffl5©C5 

25 }6«#tfe.n'5. 

jiiix, TApyxk^nxvixt) j;^^ c ,_67;wpj i:i>x«, tfsB rs' 

rAP^r*>'ft;$nxvixt)<fcViC i_67;i<'=^^;p-;^;p3}?:n;i.j , rApy> 
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4-, -(CH2)5-, -(CH2)6-» -CH(CH3)-, -C(CH3)2-, -CHCCFs^ 
-(CH(CH3))2-> -(CF2)2-> -(CH2)2 C(CH3)2-. -(CH2)3 C(CH 

10 3)2-^^^) I 

(2)C2-67;P^ril/>(««j^«, -CH=CH-, -CH2-CH=CH-> -CH2-CF 
• =CH-. -C(CH3)2-CH=CH-, -CH2-CH=CH-CH2-. -CHg-CHj-Cfl 

=CH-> -CH=CH-CH=CH-, -CH=CH-CH g-CH g-CH 2-?^:^) ; 

(Z)C ^.,7)V^:=.U>imX\f. -C=C-. -CH2-C=C-. -CH2-C=C- 
15 CH2-CH2-?5:£) f3iE*m\f^n^, 

1, 3--y^oK>^U>; 1. 2-y^u^^>^U> : 1. S-v'^D^ 
20. ^->U>;1, 4->^^U^^^^U> ', 1, 2-5/i7D^y^l/>; 1. 3 

25 

L<\t-0-. -S-, -CO-, -SO-, -SO 2-, -NR«- (R»«S&IBil^ 

Mm) , ^^w\uyyif^nx\^^xh^\f^2m<Dc i.^^m^^^itymMf)^ 
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(1) Ci_67;u^k>(mJi> -CH2-. -(CH2)2-' -(CH2)3-, -(CH2) 
4-» -(CH2)5-, -(CH2)6-> -CHCH3-, -C(CH3)2-> -(CHCCHg)) 
2-. -(CF2)2-, -(CH 2)30(^3)2-. -(CH2)3C(CH3)2-;&:^) ; 

(2) C 2.aT)V^:^U>mX\t. -CH=CH-. -CH2-CH=CH-, -0(013)2 
-CH=CH-. -CH2-CH=CH-CH2-. -Cfl 2-CH 2-CH=CH-. -CH=CH- 
CH=CH-. -CH=CH-CH2-CH2-CH2-;'5:a ; 

ii)C2_^7)V^:=:U>mX\t. -C=C-, -CHj-C^C-s -CHj-C^C- 

CH2-CH2-;^^) ; 

(4) -(CH2)„iO(CH2)w2-^ -(CH2),iS(CH2)w2-> 
-(CH2)wiC0(CH2)w2-^ -(CH2)wiS0(CH2)w2-^ 
-(CH2)wiS0 2(CH2)^2-^ -(CH2)wiNR«(CH2)w2- : 

(5) -(CH2)w3C0NR»(CH2)w4-^ -(CH 2)w3NR 'CO(CH 2)w4-^ 

- (CH 2) ^3 SO 2 NR « (CH 2) w4 - ^ - (CH 2) w3 NR « SO 2 (CH 2)^4-^ 
-(CH2)w3C00(CH2)^4-. -(CH2)^3 0C0(CH2)^4- ; 

(6) -(CH2)^5NR«C0NR«''(CH2)w6- ; 

(R « imm t mmm^ r » r « i: mmm^ m^^zsvzmm^vso 

*Ow3+w4:d?0/^ViL4* ;w5;feJ;tJCw6Jionj:ViL/3©g|!c<&, jO^OwSH- 
w6 i)^ 0 3 *^T) n!:£;&t^itf Sn-S, 

<«-(CH2)wiO(CH2)w2-^ -C0NR8-. -NR«CO- (iB^«MiB.hi^ic 
m^^t) . -0C0-. -C00-?5:£T^^, fSi^^-^h. -CONH-, -NHCO-, 

-m-f3i^:^m^L<. tK)t>n-com-^rzit-m-i!)m^L\,\ 

<ttCi_3 7;w:^i/>(m«. -CH2-, -(CH2)2-^ -(cai2)3-J^a> 
-(CH2)w3coNH(cH2)w4-> -(cH2),,3coo(cH2)w4- m^\immtmM 

m^^t) flET^h^. <hDt)tt. Z i_^T)V^VymX\t. -CH2-. - 
(CH2)2-. -(CH2)3-^.ta^j:£3&W*L.K 
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\im^Mi \zm^ r^^sj 0Mi^mtLxm^brch(Di)m^^^n^o 

^yUX ^^'^^^l^-UX 7i57^>?>, :^75'Uv^X ^:f^/U>. i^>/ 
10 V^o 

15 mm^(Dmt. mxitifsi^^b^m. 0^L<\tifsi^^Lzmx^^o m 

;Wi/j.tbT», 0il;ii(^> X5^;k yDfc!;k -i'y7'ofcf;k :/ 
25 -rv::^9";w sec-:^^;k tert-::^5^;K A:^$/;i/75:Hd^ 
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5 7$y, x^;w75/v 'ftiidjvrs.y. -fv:/pif;i/75y, :/5";u75 
i^-Ci_e7;wu75y(*i, $^;<5^;P7S/, 5;x5^;i/75/, 
5^:^atf;i/75/. v?>'5^;P75/. x5^;M5^;i/75y?^d:£), 

ViC i_67;p+;i/-;^7Ji/fc;K c i_67;U3^->-:^7;pfc;i/(0i|> p< h^^/ 
10 ^jWJi^-jk xhJ^^>'*;i.3i?-;K :/P#=^^>/;^7;i/jj?x;k tert-::^h4^v' 

^y-c i_6 7;u^^^;i'-;?7;wt^-i';K^j. ;>t^;i';«;;WN*t 

^5^;w*;pn^:-r;k e^x5^;i/*;wt^'f;k x5^;i/^5";i/;jE7jwtt-f;i/;/5: 

15 y . AP^>'fk$nTViTt)J;Vi C i_67;Wl'-:^7;i^5iN*4Tli-5 h\ C ,_^7 

7)V^)V7.M=L)V7^/m. p^5^;i'X;ps}^x;i/7$y. x5^;I/x;P3}nx;p 

75/;^^), C ^.,7)l^)V-:fy)V^X)V:t^zym. 7±h^>^. ^Xi)^J 
20 'r;i/:t^ C ^.^7)\Zl^^y-Mi$^-)\,'^^l/m. h^ri/:i!7;i/3j^ 

xh+i/:^j;i//}^-;i/:t^~x y^p#^v;)!7;pj]^-;i':t^5>, y 
-^7)\^^)\^-fi)\^)V^>{)\^i^^^ym. s>^5^;^*;^A^:-r;^:t^i>, e^x^^ 

dJlT, rAP'J;*>'fb$nTViTt)«fcVU3.e->^P7;i/4^;PJ , TAPy 
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tl-5o 

10 m^i tvxit. mm^r'x^^n^ mm&^^Lx\,^xh^\^m^Mi 

-jy. ^JPjK'JX f-:f^:;i/>t:UX tr^'Jv^X k!^7>^X trpu^^x 

25 ^^^:f>^v>-(^y. ^^if^9WM^y> A:^^-!j-bHatru5>'x 

HP-IH— r^yV-;^ 2.3->^t HD-OH-;!/. 1,2,3. 4-7"h7fc H 
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a^/ U X 1.2. 3,4-r t h'P-f V^y U >nE)iSiEmif^Mo 

»Tt)^;i/ij^ux tr^u>^>, tr^^v'x euuv^x i.3-^7yu 

P-r>F-;k l,2,3,4-xh7tHP^/U>> 1.2,3.4-xb^t:HD-r 

it. m^u. nm mm&^^i^x^^xh^i^^^fsi^^hiRmim^T^yi 

^9^Mm—x$>'oxhm^^x^^xh^\/\ 
mm^\t. *f t^NpyMb^tiTViXfe j;Vi c i_67;i/^;p (Iff* 

(Jf*L<«7;i/:tP^>v''-r;k C7uu^>v^M , c 
i_e7;un^v'-c i_67;p^;i/ (^*L<Ji^ s c i_67;i/P 
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5 >\/[g]-ry+/UX xh^kl^n^>V^[b][l,6]:^-75"U':^X xh^b 

h5t:Knt!U h*[3.4-g]^yUX xh^tHDtfU F [S.l-d'r V*/ U 
X T-h^tHDbrU H[3.4-g]^y4^-tj!-U>. xh-^kHPtfU K[3.4-b] 
^y^D-^jy^ 5=-h^b:FPt!U h'C4.3-b][l,5]:h75"»Ji^X xh^tH 

10 Ot!U H[3,4-b][1.5]:h75^U>'X xh^tFutTU F[3,4-g]:^:hv'U X 
T-h7bHDlfU H[3.4-g]7:5'7>?X Th7kKa:f7h[2,3-(l]7iftr 
X -rh^kFDT-^H/W.S-d-rv^yUX xF^t: HD7-"^tf/ 
[4,5-b]=^lr/UX ■rh7bHD7-iffcr>'[4.5-b]=^^y^i^-UX xh^bH 
n T-fe*try [4, 5-g] 4^7 ^U- U X X h 7 k K n 7iftry [4. 5-b] [1. 5] 1 75" 

15 Uv^^. xh^b HDTiftf/ [4,5-g]7i5'^>'>, ^^lJ-bFD:h7h 
[2.3-d]Ty->X '\^ltbHa7^/>'y [4,5-b]^yUX xh^bHn-)3 
-;!t7;i'jJ^UX T-h7bHPb'U H.[4,3-b]-r>H-;W> xh-^bHPbPn 
[3.2-g]>fV^y UX xh7bHPbfPP[2,3-g]-ry^y UX xh^b 
h* P b U H [3, 4-b] 7^ U S^X X h 7 b H □ b U K [3, 4-b] 7Jii'P>t^^ 

20 iimW^Mo fs.i)^rh> xh7bHP^X/ Cb] [1.6]:^75"U>^>?^^ 
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5S; (I) 'Cm-^n^i\:-^m<0^%. X^tx^ [X*f3:C0NR«> NR«CO (R»tt 
5 X'iii CONR (R C ^.^T^^^JV^mt) Ar «A 

i)tcomx$>^t^. Ar «7;i/^;w T;i/3^v':f5=i;t;AD^*>y{i^6Sf^n'g) 

10 ^>y'T;i/7Sy-^:^yU>T;^<,X^*K00Tib'5t#Ar nd:e^»<& 
^ (I') T^^n^it'^mo)^Th. X ^i)^ CONR « NR « CO (R «Jfcfc 

15 t)J;Vi c i_6T;u=^;i/-:^;i'fc;k AD^>{b$tiTViTt><tVi c i-gX;!/ 
^;px;i/jj^-;p&^-r) Tab 19. Ari^>^':^/u >*;'S:(i:^7^l/>if*-5{b^ 

20 

4'-;j7 □ n-N-[6-[(N, N-$^p^5^;P75 y) p<5^;i']-2-:^-75^;w [1, r -t* 

4' -^7 □ p-N- [6-(l-tf p U >^-JMg^;W-2-:f7?JW CI. 1 ' -tf 7 xn 
;W-4-;^7;|/7}?4^ii-S H ; 
26 4'-i^DD-N-[6-(l-t!^U5^r:;M5^;W-2-:^79";W[l,r-lf7x- 
' ;i/]-4-:!J;;i/7j?^+h$ H ; 

N-(4-::^p^7xn;i/)-6-[(>?;<^;!/75y)^5^jW-2-:J-7h75 H ; 

N- (4'-i^ P P [1 , 1'- 1* 7 X -;W -4-r ;U) -6- [ (N, H-y^ ^)\^7 5 / ) ^ 5^ 
J^]-2-:^7h7S K ; 
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4' D p-N-[2-[(N,N-i^p^5^;U7S y );^^;W-6-=^>"J [1. 1'-tf 

4'-7;P:tP-N-[2-(l-fcfa u>^ri;M5";W-6-4^/ U-;i/] [l.l'-tf 7x 
r:;W-4-*;W3|^^lJ-5 H ; 
5 i'-^u n-N-[2-(i-t!P U ';?n;p^5";i/)-6-^/ U ci;W [i, r -t:*7 
;W-4-;«7;i/3i?4^lJ-5 H ; 

4'-7;i/:tP-N-[2-(i-tf^us^-;M5";w-6-+y un;u] [i,r-if7x 
4" p p -N- [2- (1- 1!^ u 5^;w -6-4^ y u nji/] ci . r - if 7 x n 

6-(4-7;W:rP7xn;i/)-N-[6-(i-t!PUi^n;i/^5";i/)-2-:^-75";W::in^ 
e_(4-^ a P7xz:;W-N-[6-(i-t!P U >^-^;^5^;W-2-:^7^;p]-35^> 
15 6- (4- ^ x:r;i/) -n- [6- (1- if p U >?n;V^ 5^;W) -2-:f 7 5"; W p 5" > 

. 6- (i-yMU 7 x-;!/) -N- [6- [ 5"Jl/7 5 ^ ) -2-:^75^;^] ::ip 
5^>75 H ; 

6-(4-^pP7x:::;W-N-[6-[(v?^5^;P75/)p^5";W-2-:?-75";W-P5^ 
20 >75F; 

6-(4-^ 5^;i/7 xn;i/) -n- [6- [ (e^^5";i/7 5 y ) ^ -2-:^7^;w np 5^ 

>7^F; 

4-(4-7;V:t-P7x-;l/)- N-[6-(l-tfP U i^:=.)V)f^^)V)-2-±y^M-l-\d 
26 4-(4-;* h:^^5x7xn;W- N-[6-(l-tfP U i^=L)\^>f>=^)V)-2-i-y^M-\-\d 

4_(4_^5^;P73,-;i,)- N-[6-(i-tr p u -:^:i;M5";W-2-:h75';w-i-tf^ 
4- (4-^ 5^;i/7 X - N- [6- [ (i^ ^ 5^;i/7 5 y ) ^ 5^; w -2-:^75^;W -1 - tf 
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6-(i-y)l:tuy xn;i/) -n- [2- (l- tr p U i^::^)^?^ ^)V) -6-^ y U - □ 

6-(4-:^D P 7x:i;W-N-[2-(i-trp u >^-;M5";1/)-6-^/ \)-)V\-u^ 
5 >7Sh*; 

6-(4-7;i/:tn7xn;|/)-N-[2-[(':?;<5^;i/75 y)^5^;W-6-=^/ u:::;!/]- 
6- p p 7 X -N- [2- [ ^;i/7 S y ) ^ -6-^ 7 'J 

10 4-(4-7;i/:tn7x-;i/)-N-[2-(i-t;p u v-;i/^5";p)-6-^/ u-;W-i- 

4- (4-^7 p D 7 X n; W -N- [2- (1- If p U 5^;W -6-=^ / U :=.)Vl -1- tr 

4-(4-7;i/:tP7xn;w-N-[2-[(j;^5^;i/75 y);^5^;w-6-^y un;w- 

15 l-t!^U>'>;!?7;P4^4^1J-S H ; 

4- (4-^ p p 7 x:=i;i.) -N- [2- [ 5";i/7 5 y ) y 5^; W -6-+ y U -i- 

6-(4-7;i/:t-P7x:z;i/)-N-[7-(l-trP U >^::i;i/;>t5";i/)-3-4^y u:i;u3np 
5^>75 K ; 

20 6-(4-:j7PP7x-;P)-N-[7-[(>?p^5^;i/75y)p^5^;W-3-4^y U::::;P]r:zi 
5^>75 H ; 

4- (4-7;i/^ P 7 X r:; W -N- [7- (1- tf P U v':::;!/^ -3-=^ y U -1 - 

4- (4-^ p P 7 x-;w -N- [7- 5^;P7 $ y ) ^ -3-^y u -;w -i- 
4' p p- N-[7-[(>?^5";p75 y ) ^5^;w-3-5^^y u :i;w [i. r -if 7x- 
4'-7;i/:tP- N-[7-(i-t:pu>'r:;i'y5^;i/)-3-^y un;w [i. i'-t:7x- 
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5- □ □ 7 X n; W -N- [6- [{i^:^ ^)V7 5 / ) ^ -2-:?- 7 5^; W -2- If 

5- ii-y)V^uy -N- [6- (1- 1! □ U -2-ir y -i- e 

6 4'-7;U:tn-N-[6-[[4-(4-:^ h4^S^7xr:;i/)-l-tf^U v^r:;i/]^5";i/]-2- 

[i.r-tf7x:i;i']-4-:^;U2l?=^^iJ-5 H ; 

4'-i?aD-N-[6-[C4-(4-^ h^>/7xn;W-l-tr'^Uv^-;W^^;W-2-:^ 
7^;W [1, r-e7xn;W-4-:^7;U3)^^i?-5 K ; 

4'_^ h^->-N-[6-[[4-(4-p^ V^i^yx.-}\>)-\-\i^^)P:=.)V\^^)V]-l- 
10 [1, l'-tf7x:::;H-4-;^7;i/7i?^it5 H ; 

N-[6-[[4-(4-^ h^->7xn;i/)-i-t!'^'j p^^;^]-2-:^75^;^]-4• - 
r -tf7x;i;w-4-*;W5j?^^^i^*5 h* ; 

4' -7;l/:t n-N- [6- [[4- (4-7 Jl/:t P 7 x-;0 -1-lf U v^::i;W ^5";W -2- 

:^75^;^] ci, i' -tf7xn;w-4-j{7;V5}?^it5 h* ; 

15 i'-^UU -N- [6- [ [4- (4-7;i/:t □ 7 x rijl/) -1- U v^:::; W P< ^^^'W "2-:^ 
75^;u] [1,1' -tf 7x^;W-4-;^;l/3j?^ti-5 K ; 
. N-[6-[[4-(4-7;i/:tD7xr:;i/)-l-tf'^U ^^t^^yi-Ty^M-i' - 
^ r-tf7xr:;P]-4-j!7;i/Jl?^r1J-5 K ; 

N-[6-[[4-(4-7JP:tD7xn;W-l-l?^U >^-;W p^5^;^]-2-:^75^;^]-4' - 
20 ;*^;i/[i, r -lf7x-;|/]-4-:^7;P3j?W5 H ; 

4'-7;l/:tP-N-[6-[[4-(4-^5';i/7x-;i/)-l-tf^U5^-;W^5^;W-2-:^ 
7^;W [1, l'-tf7x-;i/]-4-;?7;i/7}?4^1t5 H ; 

4' P n-N- [6- [[4- (4-^ ^)Vy x-;W-i - tf ^ U ;< "^M -2-i-y 
[1. 1'-tf 7x-jW-4-*;i/2l^^+>-5 F ; 

25 N- [6- [ [4- (4-^ ^;i/7 X-; W -1 - b!'^ U v':::; W ^ W -l-ir 7 5^; W -4 ' - >^ 

h=^->'[i,i'-t:7x:i;W-4-:«jjP4?^lf$ h* ; 

4'-^5^;i/-N-[6-[[4-(4-^9^;i/7xr:;|/)-l-t!^U Vzl)V\ ^=^M-i-iry 

[1, l'-tr7x-;i/]-4-;^j;i/4^+i^-5 F ; 
N- [6- [t4- (4-h Yu^i/y xn;W -1- 1!^ U 5^JW -2-:f 75^;W - 
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4'-p< h^v[i,i'-t'7x-;W-4-*;P3i?^1t5 H ; 

■ N- [6- [ [4- (4-7 5 y 7 X :=.)V) -1- tf ^ U p( -2-i- y ^)V] -4' 
h^>'[l,l'-!f7x-;W-4-;^7;UJl^4^1^5 K ; 

4' -pt h=^^v-N-[6-[[4-(4-:n h P7x-;i/)-l-t!'^U -2-^ 

5- .75^;W fi, r -e7xr:;W-4-*;i/7j?^iJ-5 H ; 

N-[6-[[4-(4-^ n P7xr:;W-i-bf'>^U ^^;i/]-2-:h75";W-4'-pi 
h+->[i,r-tf7x-;W-4-;j!7;P3i?^if5 H ; 

6-(4-7;i/:ta7xn;i/)-N-[6-[[4-(4-p^ h+v'7x::i;i/)-l-tr^U>'-;i/] 

10 6-(4-i^DD7xr:;U)-N-[6-[[4-(4-^ h4^>'7x:njl/)-l-tf^Ui?-;i/]X 
5^;W-2-:h7g^;W:in5^>75 H ; 

6-(4-^ h^->7xn;W-N-[6-[C4-(4-pt h^^^5^7xn;i/)-i-tr^U 
^5^;i/]-2-:^-75^JWz:n5^>7$ H ; 

N- [6- c [4- (4-pt h ^ >' 7 X -1- tr^ y i^=LM -2-:h 7 5^; w -6- 

15 (4-;>^5=-;i/7xn;i/)-n^>75 H .; 

6- (4-7 □ 7 X n;!/) -N- [6- [ [4- (4-p^ 5^;U7 xr:;i.) -1- tf/^ U W ^ 
^;W-2-:h75^;W3:in5^>75 K ; 

6- (4-^ D □ 7 X -N- [6- [ [4- (4-^ 5";i/7 x n; W - 1 - tf ^ U Pz^M ^ 
;i/]-2-:J-75^;Wr:35^>75 H ; 
20 6-(4-pt h^>/7x::i;|/)-N-[6-[[4-(4-;>^5";l/7x-;U)-l-tf'^U z^:^-^ 
^;W-2-:^75^;Wnr!^>75 h* ; 

6-(4-^5^;i/7x-;W-N-[6-[[4-(4-;pl5^;i/7xn;i/)-l-t!^U i/ii;W 
;W-2-:h75";W-n5^>75 H ; 

6-(4-7;p:t D 7 x:n;W -N- [6- [ [4- (4-7;i/:t P 7 xn;W -1- 1!^ U i^-jW 
26 pt5';i/]-2-:^-75=^;P]:nD5^>75K ; 

6-(4-^ P D 7xn;W-N-[6-[[4-(4-7;i/:tP 7xr:;i/)-i-t!^ U ^ 

N- [6- [ [4- (4-7 )l:tuyx. -1- tf^ U W 5^; W -2-t y^M -6- 

(4-^ h^->7x-;w-zi5">7$ : 
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N-[6-[[4-(4-7;W:tP7xz:;W-l-tf'^U z^:=-M ^5^;W-2-::h75^;W-6- 
4-(4-7;U:tD7x-;W-N-[6-[[4-(4-p^h^'>7xn;i/)-l-t:^U>^^;W 

5 4-(4-^ □ o7xr:;i/)-N-[6-[[4-(4-p^ h:^v'7x:n;i/)-i-tr>^U ^ 

4-(4-^ h^'>7x:i;W-N-[6-[[4-(4-p< h^'>7x-;i/)-l-tr^U5?:::;W 

p<5';W-2-:^-75";W-l-t!^U>^>;«7Jl'jJ^=^^iJ-5 F ; 

N- [6- [[4- (4-7^ h:^->7x-;P)-l-t!^U>^-;W^5^>'W-2-:>-75^;W]-4- 

10 j(4-^5";W7xn;i/)-i-t!^U5?>:*;p2i?:^-y-$ H ; 

4-(4-7;i/:tP7x:n;W-N-[6-[[4-(4-pt5";i/7xr:Jl/)-l-t!'^U>?::^;W^ 

4-(4-^nP7xn;W-N-[6-[[4-(4-^5^;i/7xn;i/)-i-t!'^U':^n;W^5^ 

;i/]-2-:h75';w-i-tr'^U5^>;^7;i/4?^+»-a H ; 

15 4-(4-pt h:^|^>:7xn;i.)-N-[6-[[4-(4-^5";i/7xnjl/)-l-tr'^'J>?::i;W^ 

5^;w-2-:h75";p]-i-tf^u>^>*;u2i^^-9-5 h 

4-(4-^5";i/7x-;P)-N-[6-[[4-(4-p^5";i/7x-;i/)-l-tr^U 
;W-2-:^7^;W-l-tf'^U z^>ti}V^^1)-^ H ; 

4-(4-7;i/:tP7xn;i/)-N-[6-[[4-(4-7Jl/:t07xr:;i/)-l-tr^Uv:::;U] 
■ 20 ^5';i/]-2-:h75^;i/]-l-tr^U>?>'*;P4^^'9-5 H ; 

4-(4-i^ 0 0 7 xn;W -N-[6- [ [4- (i-y)Vtuy xri;i/) U >^-;W ^ 
5^;^]-2-:^75^;^]-l-^^^'J v>;^;i/^}^^it5 H ; 

N- [6- [ [4- (4-7 P 7 x:i; W -1- fcT^ U "^M -2-:^ 7 -4- 

(4-^ h:^^5/7xn;W-i-tf^U':?>*;i/3i?=^i^-^ l« ; 
• 25 N-[6-[[4-(4-7;^^P7xn;^)-l-t^'<u>?-;^];^5^;^]-2-::^7^J^]-4- 

(4-^5^;i/7x::i;W-l-tr'^Ui^>:^7;i/Al?W5 H ; 

N-C6-[[4-(4-;i7 p p 7x-;i/)-i-tf^u ^5";^]-2-:^75";^]-4-(4- 
7;i/:rp7xn;u)-i-e^U5^>':^;i'4^=^"y-5 h ; 

4- (4-^ P P 7 x-;W -N- [6- [ [4- (4-i? P P 7 xn;W -1- U v^ijU] 
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N-[6-[[4-(4-^ n P 7x-;i/)-l-t!^U v?-J^]^5";^3-2-:^75";W-4-(4- 
N-[6-C[4-(4-^' pn 7x-;P)-i-h!^U >^n;P]^5^;i/]-2-:J-75";W-4-(4- 

^b'&i^ (I) ^rc\t (r) (DMiLTf*, ^^(i, M*IS<i:©^. T> 
^-"^ZA:^. 4i^m«i:Oit> WM^^:©:^, M^ik^fcU 

;^j:^©T;P:!{7U^JSI:S; *;i/'>^7A*£, •7i^4^-><^AJg. m^Am/l^O) 
15 hUXiS^/-;i/75X >?'>^p^^>/;i/7$x N,N-i?^>:^;i/x^^> 

^*tt7Symi©ig©»3i;S:^JiUTti. 'fiaj;lJdr. 7;l/^xX Ui?>. 
25 ^SJA«. 7X/l7^>gls ^;l'^5>K;^^i:©:l;«/S^tfSn5o 

m (1) ^rc\t (r) K«ig«*wrs^^. 7''i'*'-J^s^(^J^^i> 
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?^^igbTViT^)J;v>o ^tc it^<^ (i) ^it\t (r) \t. mmmm 
itm (I) ^±tJf (10 (OT^ mmtmmBir^::tm^) 

10 $nTViT'bJ:V5„ 

*^BJ'fk'&tl*«> MMtt^^ HfeSli^S-^ 

m> W-m^. (-)-Sm> (+)-l-7x:?^5^;i/75X (-)-l-7 



wo 01782925 
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^i|-r§;arj*. ^\X.\m.Wi7U^hifyy^(D^^. ENANTIO-OYM(f-y- 

mmxu. jL^y-jw ^y:/D;v-;K 7-trhnhu;K 

h^^y^-(Dm^. CP-Chirasil-DeX CB(>?-x;Hf-f x>Xii:M) ;^«»: 
15 . -^J^i^t^^tti^W^Cmf^. MTPA (.a-^h^i^-a-ihUyjV^U 

tyt^^7^>^-/t\tr)\^:i-)iumt^m^Kji^mmtiz^r)^ ^ 

25 ^fc Dfb'&ti ( 1 0 \z^mt^it^^. iri3it>t>mmmzm^. 
Mtu. Myi(.^m^^m^bxit^(^ (r) \z^ifr^it^%. nmmiz^y) 
M7mM^^^U!ivxit^m (!') izmtT^it^^^^^^o it^m do 

(DfuYyv^tl.x^t. 'fb'&t) (r) ®T5 7ay0^7>';Wt;> TJl^Mt. 
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'fb^n^'fti^ti;^^'] ;it^^ <r) 07jc^S;O?7v';Wl::. 7;P^;Hk, 0 

:/'n;v^>'i^ft:. t!;tP^;Wb> iJ-^>'-;i.<k. 7tU;1/ 
{k, 7^-;Wb> >>>^5';i/75y;^9";w*;v^-;v<fe:$tij'S:flS'&4i!j:^a ; 
it-^m (r) <3o;>b;i/3l^^'>;uS/&^xxx;Wb, 7S hMb^tijt^b'&ti 
<t^(^ (r) ©;j!?;i/3i^=t^v';i/«^^^x^;i'X7.x;u^. 7xx;i.xx5^;Wb, 

;i/:r^v'pt^;vx;^x;Wb» x h:^j/:^j;i/7Hx;i/:t^i/x5';i/xxx;Wb> 

-4— r;i/) p^^;vxxx;Hb^ V^a'\+->;i/:tJ^^s^*;V3i?n;i/x5';px 

^it. it^i^ (r) ®>^oH7y^^«> m)nmmi 9 9 o^w rg^s© 

W^ff'Tfli^tr (10 k:|g<b'rst)®*^«5oTt)J:Vi, 
^*3> i^mb'&tiibTffiVi^n^^b^^ (II) (XIII) > 'fb'&t! 

(IV) , it^m (Ilia) . it^m (iiib) . -fb'&ti (iiic) , it^m (iiid) , 
^b^JKi (iiH) > it^^ (iiih) > it^i&i (iiii) -en-^niiiibTffi 
25 viTt)j;Vi. ;i0^^i^mtLx\t. ttiBVftit^m (I) dO ® 

^j-ifiKiiS, 7^y<tKJt^. xxT-)WbS^&> 75H<b^^&> xxx;wbsi&> 
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•)izLvi7 yr>^-yBi-)V ^)V-^ >^Wilx-i/a >X (ORGAN 

IC FUNCTIONAL GROUP P RE PAR AT I ON S) H 
2)K> 7;«7xay^y^Xii: (ACADEMI C PRESS, INC.) 

> (Comprebensive Organic Transformations) VCH Publishers Inc., 1989 

CSSii&i] 

^ (I) lC*3ViTX75t-(CH2)^3C0NR«MCH2)^4-T*'S^b^tl (la) 
(TSH^kSiS:) 

X ' /"'■•■■ 

Ar -(CHj)„3— COOH + mil— (CH,)»4 — Ar— y— N( 

(II) (HI) • 

f ■ "■ ■■" 

Ar'— (CHPw3— CON— (CHj),4— Ar— y— 

(la) [ \ 

'*• ••' 

20 i) IK7K*g^^PJ*^Vi5:^?4 

^b'&iKldlOx l3*:cVib5aMO<b'&<fe(II). :feJ:Dtlfj:ViL2^»®ffii7K 
ifS-^^^, ^^tt^j^tf-rs^&^-frs. 1 ;^ViL 1.5 1- 

b Ho:^^>>^>v^hiJ7y-;KH0BT);feJ;a^X^^c»)Mii«)feViL 5 S*© 
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m«©*#TfcKJSJSrff T t) J; Vi. 

m^i tLx\t. mx\t 
7)Vit}^)^m'^rc},t7)vtiv±m^m<D7s.m m. v^^j^7^\^. i- 

Xh=^5^H. *U»>A t e r t-:^h^ri^H?^if) /^£©3tl^S; • 

imA^%^)t>J^. 7KBI<bU5^>^A, TKK^tnUC^A^^) , 
20 7 U ^ji*^c«7;i/:^7 U ±m^R®^^m h U C7 a, m 

3) mfOit. hux5";w7s>, i?<v:^Ptf;px9';i/75>, 
25 ;i/^;V7j^UX ':>pt5^;l/7S/b!Ui^X DBU (l. %-^^7'^yi'yiiu 
C5. 4. 0] ':7>x;^-7-X» , DBN (1, 5->^7lflf>'^D C4. 
3. 0] y>-5-x» ;^j:^(D75>^;^J^«trUi^>, -fS^J^^-^K 
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Mxu\Q-/s.i^L 24 mmi!$>^o 

15 ^ r«^^^^bTViTfcJ:Vi7xy-;i/j re^^j <tLT«, 

n rApy>'fli$nTViT'bJ:iriCi_flr;i/^;i/j , 'rApyMb^tiTv^ 

/-;k A>iS'i^PD7xy-;K ^>i$'7;i/:tP7x/-;p. p--hP7 
xhu;i/^^ii, 75K^m 

^^LTfflViTfectVi, 7-fehxhU;k THF, Z^'^puti^^ 
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^mi-hV^A. ^^U-^A^ mMi-hOpA. 7miti-h^)^A. 

. 5 ^F^:^vib 40 i^F^. i?*L< »t 1 75:viL 18 i^rp^-ra^^. 

? ■ /"••■■■.. 

W— N— (CHj)w4 — Ar— y— ;• 
(Ilia) \ ■"■■/ 

15 fc;K«?i|^ ^ K^'>;i!7;i/3i^:=:;K xh^v';^7;pJi^-)K tert-::^h#'>:«7Jl^ 
20 x5=-;i/i^u;K >?p^^;|/7xx;i/vU;k tert-:/^;i/>^p^^;P5>UJk ten 

m aC?^;^.?!). C ^_e7;^□^'>(^?iI^ ^h^-X S-Y^-y. -^uts^l/ 
t£a) Sfc«x h D;5:^-eSil$nTViT%) 

25 0ii^(^^b-&ti(iiia)^s mm. ^it^i^m 
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^mmh^^(Uli)\zMLxm^l^\^^L lOO ^4, ^Sb<tt 1 ;^j:Vit 40 

10 bZOOt:, ^tL<ttO'C;^ViL 100'ClC«jf-rSiI<i:t«fcOff5cltt>7?# 
^WtSmo^ffifttt^b^il^dlla) fc^bT 1 ;5:Vit 100 ^S, $f SL< 
HI &ViL40^aT2fe5. 

lfc-&tl(IIIa)«, s: 

I 

W— N— (CHPw4— Ar— Y— L 
(I I lb) 

/«'■■■•■.. 

(llli) 
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jl/*::!;!/:^^'^ p- hJl/X>XJl^Jl^r:;P:t^'X 1 -:^:7^^>X;^Jl^- 
M r/Ftgi4^i^J i:bt«^ ^^^^^ 7)Vu-)mmm. x-t-»W> 

ApyMb^^biK^i^^ii. 5?s«e^^iE> xhu;i/5^^ii, rs.mmm. 
20 M±*Ma:©iij-&T?i^bTffl viT%.kVi. m^xh. y-t hx h >j n, 

N-$;/5^;i.7j>Jl,A75 H (DMF) x J-feh^s Xi$'y~;k \f^Ji>>fSi 
UCzAv ^^TKl^^hU'^Ax ^^tK^UC^A, hUx5^;i'7$X tTU 
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pyis.E'^^^o iiS©»«{k'&ti(iiib)fc^u 0. 1 m-^h 100 ^y* 
I 

W— N-(CHp„4_Ar— Y-OH 
(lllh) 

K^im.\t-iQX:m^h zoor, Vi-'k\y<\tmis\^h mx^x^^b, 
mt 0. 1 nmm^ 1 48 i^ra^ l < « i js: l 24 i^fs-p^-s. 
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Apy MkTK^MJS: twif ens. 

{b'&ti (I I ih) »(^xx^;Wb-&i^ (I I Id) ^^^(DMjnjfeU J; 0 jItc 

<tm<D:&mm^\-£. rt::^ ^xw">:^Jl'^^xhU- Mi- 

ls 3212 (1991).' v^-^;!/ :t':r ;<X'r'>:^;i-y5Xh'J-. 35 . 2761 
(1992);&:^)JCJ;D> N-:t+1i--f ^^^fe^$i^§^:^:^cJ;oT^it■rSil^ 

laiB^b'&tl (1 1 1 i) tt. g#^a©:;&^ t j; D iSji-rs j: i:{)5T#S. 

20 ^t;-&2^(IIIa)«, ^ 
I 

III — N— (CH2)w4 Ar— R9a— CO— R9b 

(I lie) 

25 '&!^(IIIi)<i:<&S^&^ii:Se:i:tlctoT^)i1-§i:^'feT^§. 
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-fb^tr(Illc) i:®^ 1 20 Sft. i?*L< « 1 j^kv^L 5 S 

f\u^>itm^mm%. ^mmmm^ -hu;i/5^sjsi£. rsns^jgm 

TffiViTt>J;Vio ;5:;&iTt>> ^^^-)W JL^y-M »Bl5S:tWtL'K 

15" t^^mi-hvoA. iyj/mm^mi-h^j^Afsiam^^^Mo Myt 

Kmumit. a^-^20'C;5:ViL150*C. l?^L<«20 75:ViL100'CTa55. 

dw^ns. mmmom-^ o.oi '^mui^^ho.imm. 

mo^m-^ 0.01 100 '^m$>^\,^mmMx$>^c 

it^m (I I ic) }ts mm\:^m d i iw &^^©^'fi:s)£;K:#-r i: fc j; d « 



wo 01/82925 PCT/JPOl/03614 

65 

W — N— (CH2)w4 — Ar — RS"— COO — R"" 
5 (Hid) 

W — lil— (CH2)w4 — Ar — CHj 
(I I If) 

t 4^bfcx:t-$ yi\L'^m^<ikWM7tKmzmz.t.\z^'Dxmm' 

20 ZL Z.X. x:^5 >it-^m\t. mx\t^, n— >>pt5^;P!fc;uA7$ YV7)WV 
7'tif-)\^uE^m^^xm.^Mo 

mimi^n. mnwtn^m^^xnt>n^c n,M7tnthx\t. 7m\t^ 
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5 

10 z.t\hy%;±'y^vytiy\/t>'ywm%. n^-f^^-y^vyvtiMy 

^i^XXxJl/^^, mX\tYi 06107599 ;^t*JctB^©;6r^fc XT. T- 

-:ifX5/^'^5XhU-> 60 . 4 412 (1995). -JrS^JP 

Bi)t3'fb-g-#J(IIIf)«, D tiff's m 

Ji> 6-75/-2-^f^;i/:^^/ U>tt> 2jfUY-:/kr5'X 42 , 175 (1999). 
>?ir-:^;^ :t-:«fXy^^5:;^hU-, 28. 1753 (1963). 

tzr ^^fDVV'&JLT^- c. 829 i\m)is.E\zmL<o-^^h\^ 

< \tcn\zm'^:&m\z^y)mmt^ c ta^r^^. 

±m r:fy)V:^^-y(ORj^immi^^m^^^:^mi tt. ^ : Ar 1- (CH 2)^3 

rc\t^ : Ar 1 - (CH 2)^3-S00H (^4'0S-^«l3tRlic«§^T) 

$n-&x;i/7w'>m)6i6.. -en^ti^jiSf -&7.;i/Ji^>75 Hsi^#:^fcttx 
;i/7^>75 mmi¥-^^mr^m'^\z%mm'^^^o 

mm 2] 

^ (I) fc*5tiTX;05-(CH2),3COO(CH2),4-T*S^t;^# (I b) 
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67 



Ar'— (CHj)w3— COOH + HO— (CHj)w4 — Ar— Y— N 
(10 (IV) [ [ 



/"•■■■.. 



Ar — (CHjX,3— C00~(CHj)w4 — Ar— Y— N 

(lb) : '■, 




10 



15 



10 mm. $f ^b< « 1 -^vib 3 mm(DmM<D^y\znt>n^o 

mm. mmmm. ::^h^))vmm. T5.mmu. irh>mms x;i/ 

m^s thru. mutmm<D'h0m^^^n^o m^M\t. 

\ts Ti^^iti-hV^As im:^V^A. ^Mi-h^J^A. T^Wiiti-hV^A. 
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^ (I) \z^\^^XXi)i-(C}l ,)^,om ,)^,~i*$>:b.it^m (I c) \ts M 

Ap— (CHj)w1— L HO— (CHPw2 — Ar— Y— 

(V) ■ . (iv) ( i r' -"" 

> Ar'— (CHj)wl — 0 — (CHPw2— Ar— Y— N( 

(Ic) I ••, ,7 - 

*• 

• 

i^^m (IV) i,^l;5:ViL5^S (0^L.<(^ l;^ViL2^») ©^b-^tl 
10 ;i/Ji^U>, ^TafeS. 

M^yimit-^m^mm. mmm^^mm. :=-h^)jvmmm. r^mmm. 

li-V)f^^M)VA7S.\i (DMF) . T-khX X:$^7-;K \f^Vi^>tJi 

sjiSMi!«*&-2 o'CfiViUi 0 oc, i?*L<jiism^iVib8 ox:x$> 

20 

m^MRlt^Xit. it^m (V) t 0. 5 JS: L 5 (if S b < « DS: b 1 . 5 
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^mi^mUs :=^h'jmmm. nmmm^ ^h>mm> ^.ji-^^i^ 

ViT'bJ;Vi, m^rt. 7-th=.h^))V. i^^aP^^X i;vin:^)VAf3i 

it'Bmm\t. e^^^©;^^. «aj;^JiW09838156 JClB«©:3&i**5Vi(* 
15 (I) Jc:feViTX>0^-(CH2)w3NR''"CO(CH2)^4-7?fe'2)^b^tl (Id) 

f" /"'■•••■ 

Ar^-(CHPw3-NH + H00C-(CHP.4 — Ar— y-N^ ^ : 

(VI) (VII) \ \ /? ■" 



A r ' — (CHj)w3 NCO — (CHj)w4 — Ar — ^ — 

(Id) \ 
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S; (I) JC:feViTX;{)t-(CH2)^5NHC0NR««(CH2)^6-^*^<t;-&tl(I e) 

r 

Ar'— (CHj)„5— NHj + N— (CH,)w6 — Ar— y-*:;^ 



ib^^dx) i 1 /ccv^b 5 ^M«f ^ K ft 1 fccvii/ 1. 5 mm^t^^ (viii) 

tt> ^^;«7U'^A, mi-hV^A. *Sg^b:^hU^A, tK^^U^/A. 




Ar 



(CH,)»5 — NHCON— (CHj)w6— Ar— Y— N 




(le) 
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it^m (VIII) ^XZMt^^ (IX) S#^a©:6rj*tC<J; 0 ISitf 5 1 1 

6 ^ (I) {c*V>TAr idt«ilS&.#tTlriT%)ckVi^S^^#^S (Ar 
-Ar^) TafeS-lfel^^f (I f) tt. -01|;^frFi37U-;l/*y::^U>^K;£:tc 

(7U-;i'*y:7°u>^S/iS) 

Ar^4_L' + L*— Ar'— X— Ar— Y— N<^ ^ (XI) 

• (X) [ K 

/«'•■■■•.. 

Ar'—Ar'— X— Ar— Y-«r (If) 

Ar 2i3j;j;Ar';&s, i:'btS^»$:WUTt^Tt)i;V^7x:::jH?^0, Ar ^ 

7U-;wj!7u/:;^'j>^s/iS». g#:^»®m mx\f> 

20 X5!j>':^^fc?7 (Acta. Chemica Scandinavia) , 221-230 199 

-fb-^tl (X) a: i ?5: b 3 (J?^ b < « D^J: b 1 . 5 SS) ttl) 
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5 T^So 

/"iyS^^A (I I) ^PU Hv ^-^y-y^yA-^mfSiEfjW 
Jl/Ji^X^^^) ny^r;!. (0) ;5:£dWe.n5. 

1^ rm^^mmmi (o^mm\t. (xn fc^ur. mo. o u^v^ 

(I) ©-5^. 'fb'&J^ (10 OT® mmm?] \z^-oX-hU 

25 [ilB^?] 

it^m il') \ts mX\-i^: Ar'-H (XII) 



wo 01/82925 PCT/JPOl/03614 

73 

L— X— Ar— Y— ") (XIII) 

■• •■ 

5 ih^^ (XII) :J3a;TO^ti (XIII) m'jkM:^m\z^^nmt^^ 

15 tfiB r5Sr#]K5^^i«j ,i:UTfA. m%.\t^ ^y^y. h;vx>> ^i/i^x 
^^D-yfaEm^^^n^. 

Wm r75 H^Mj i:bT«. M^f^^ N,N-$^^5";i/:^;VA75 H(DMF)s 
MtB rx;l/*=^ v' Hl^^jg^J t bT«v -y;f^^)V7.M^y H (DMSO) 
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mm\zm\^^BM^^fs.um&f)mx-^nx\r^xh^ < . R]^mziii>m\zj^ 
10 cx^mm^^m-^ n tfc J; D mih^^^m^ ^ titfixt^. 

T^jo^mmtvxu. mmyi tbxmmvrc7^y&mmmffim> 

15 ;k^, ^>>^;v?^^). 7xr:;K hU5^;K $^u;KM. h'J^5^;v>-'j;K 
20 ^=^-yf3iE)^rc}t=LhuisiExmm-^nx\/^xh^\f\ 

;k T'ntfjK -ryynif;K tert-y5";i/7ii*)> 7xx;k hU 

25 )V-:fyJV'^xjvm. '^>i?;V;^j;vfc;P';^a> 2-7^h^ t Hot! ^x;k 
i?x5^;i/ >- ij a . C 2 _ ^ 7;i^erx;i/ (^rj, 1 - 7 U a) IS: am^^ 6 ti 
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^;|/— 7'7> -O ^— :^fxy^7 >'>-lri^X (Protective Groups in Organic 
Synthesis). John Wiley and Sons m\m)\z%mol5m^E\zm^:^X^o 

15 

^^^s }iy^^> c^T. »>'X ij-;k th^afc^u. 
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(malipant mastocytosis), ^I^HttflEI^ (exogenous obesity), il^^v'a. 
Ux'ttrajE (hyper insulinar obesity), jijfalittra(hyperplasiic 
obesity), Til#:ttffi|| (hypophyseal adiposity), 
(hypoplasmic obesity), ^t^ti|g€TflE^3S(hypothyroid obesity), U 
5 ^KTI^ftJffilM (hypothalamic obesity), 3£jiM^l£(symptomatic obesity), 
/hieHESI (infantile obesity), ±^#llG?il (upper body obesity), 

(alimentary obesity), tt^lBIITitliESKhypogonadal obesity), 
(systemic mastocytosis), -^MttlEi^ (simple obesity), 
tf'i>'l4BE^(central obesity) fcCi:] , S:fe/i:xi)g(hyperphagia), mWW. 

^mm<D MCH trnm^^nrnm^mmit. ^n^mt^m ( i )*";&«( i o 

* » 

mm. mm<m. mm. -Wf^m. mmwu mmm-^^<D^m^m\^^^ 



wo 01/82925 PCT/JPOl/03614 

77 

(L-HPC) uaijm^-ff^n^o 

XC7A, ;fi'{b^>i?bxC7A, :&yxx7U>8I^U-feU>i^^®MfiH4 
n ; ex;i/7;i/=i-;K >1?U exji/ifp U 

20 ;^-k;^p-x:^^uC7A, ;^5^;^•fe;^p-x, iiHp^v'p^^^jUz^i^d-;^, 
k Fp:^^5^x5^;u-k;i/P-7.> h Hp^i/:/Pif;p-fe;vp-x?S:^«>^7Ktt 

mmmtvxit. mm. ^>>?;i'T;i/3-;i/>^£*?^^fe»n§. 
mmtvxit. mm. /^y^^'y^Bmmx.7.^m^ ^ppy^y 
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^m±w<om 0. 1 ti.\,^ b 100 

m 60kg) \zmni&^t^m'^(D iB^rcv 0i^^mt.^n^tvm^^r$> 

^^^m (I) Sfctt (p) thx. ^0.1 5^VJb*«;500ig, ^^h<\m\ 
f«tViL$tJ iooing> tb\z^lp.v<\Wihts.\^^iymm\!igxhK>. z.(r>m^\ 

3iij . TMCH ^^n<omm(!^m.\ ts^E^^mthx. mch mm 
^ i nm.m^mm\zmBm^ik\t-^ u ^^^mmmmmm i^^^ct 
^(D^^n.mmmMtLx\t. mxit mmmmmmi , mmm^^^m 

mm (mmmit&^wM) i . mm0immmi . m^i^^m} '. m^-o 
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<«'7W>^il) , JTT-501, GI-262 57 0. MCC-55 
5, YM-440, DRF-2 5 9 3. BM-1 3-12 5 8, KRP-2 
97, R- 11970 2/fe<i:>*^frf ^tl^o 

Xi^U-h\ S^^^UnH (kAD-1 2 2 9) , 3 TT- 6 0 SfSiEii^m 

7.^J>tJi^t)mHi^tl^o ■iyT.^jytvxu. o. 4 5/&^e)0. 9 (w/ 
^>xu>(c«, M5iM. j$m *r«m ^i^s^t* 
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3 3 7 F ^■:^U y^^i^^mmtVXit. mX\tA J-9677. bms 
-19608 5. SB- 22655 2, AZ 4 0 1 4 OfS-Efimirf^tl^o 

10 iS' 5/ h ; $ 1^7.^$^ y h ; "t-yVT.^ y h : S NK- 8 6 0 ; ^M)\/V7.^ 
5^ > : AR I - 5 0 9 ; AS-3 2 0 lU,Eim\1hM. 

;k iim5^7:/uh\ yu7.^^;-)\. 'm.:^^yv^y. -{zi^^yvm. 

X5^;k ;)<^>5^> (memantine) . tfT^f*HU> (pimagedline ; ALT-711) 

20 «i^^)^^*t^frfen§o 

±ffi rigjfiiEE^&i^^j h\^x\t. mx\tyyvir'ryyywmmmm%. 
ij)vy^Ali^mm. iov^A^^y^mnm. 7yi^:tv^y-yyui^mm 

yyj^^yi^y^mmmmmtvxit. mx\t:fy'fhf^))w j^-r^y 
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:^u;k T'y-t'f^nv. (mm x7::^u;k us?/:/u;k -rs^:/^;^ 
^rt7*u;K ~>^if7°u;k x^*7'u;k h^>K7:;^u;K (Sm) 

*U>:7A5^¥>^;i'PBP^^UTS. mf^^::^i'D"7*UA> L-27152> 
AL 067K NIP-121 i^iii)m\-f'^n^o 

iyv^i^^)w n)W)y^y. -()V^'^)V^>. cs-see. u\iiis.Eim^i^ 

10 Mo 

15 -feUA*7.^5"X -i^J-iT.^^y. ZD-4 5 2 2S;fe«-^n6©^ 
20 ±13 rjfi/F^^J tbT». m^i-£^WV>^r^^=^y\^. S^7-tfA'A. 

±12 rjn;5o^j tvx\t. MXit. yM^^=}-y. y)\^ts^^^y. 

26 

i[f2Lfc#fflffl^J©^4I^MB»IS^$n-r>MCHi$trt?|iJ*fcttEi^mtl 
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m^mit^wi^\zmmitLxn^M2m<DmM<om-^^mmxmm 
3) uc&^mmrcitmMumtmmmmMtm^\zmitvxn 

; ^M2m0mM(Dm-'^-^m^xmfm^:^^^x0^j^. 4)umi^mi 
^rzimmMf^tmmmmt^m^ \zmwiitvxn^n^2m(Dm\(D 
10. mt^^^^mx<DmmiSL^. s ) mch i^mm^rcimmumstmmmM 

15 -h^ mmmz^r)m:kM^t^z.tti^xt^o 

^^m\t. •^^\z&.T<o0mm. mmm. mmm> mmm\z^'oxmv< 

miznmMm^^*^i^^i^i^rc\m?mm-^h^j^j^^m^^rc> r%j it 

25 ^-Tf^^bTfe. 

FABMS (pos) I^jMM^WM^^^ (Fast Atom Bonbardment Mass 
Spectrometry) fc:fett-5 (+) ^T»J)tLfeKax^i5' h}VX:^^o 

^x^xm^^^nx^^^^^mommtymoM^^^ro 

s : >'>^l/':/ h (s i n g 1 e t) 
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d : ^-^Vv h (doub 1 e t) 
t : hU^V-;/ h (triplet) 
q : ^y)\'^'V h (quartet) 
m : T;i/5^y^y h (mu 1 t i p 1 e t) 
b r : "^u—Y (broad) 

J : :j{7«;:/U>^jtl!!: (c oup 1 i ng constant) 
Hz: (Hertz) 
CDCI3: W.'PUUits))/h 



DMSO-de 
THF 
DMF 
DMSO 
WSCD 

WSC 

^H-NMR : ^'D h>iKa^^'!l 

IR : nMMJ.^^Y)\/ 
Me : 

E t : X5^;i/ 

HOBt : l-kHD^>/-lH-'^>VhU7l/-JU 

I PE : >^-ryyDtf;ux-x;i/ 

DMAP : 4-i^^g^;PT5yVfUv'> 

lUPAC-IUB Commision on Biochemical 
Nomenclature tcJ;^!B§^a5^(^i«^^5>aP(c::fent^ttffii§^lC 
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DNA 

cDNA 

A 

5 T 
G 
C 

RNA 
mRNA 

10 dATP 
dTTP 
dGTP 
dCTP 
ATP 

15 EDTA 
SDS 
EIA 
Gl y 
A 1 a 

20 Va 1 
Leu 
I 1 e 
S e r 
Th r 

25 Cy s 
Me t 
G 1 u 
Asp 
Ly s 



84 

^^^yiF'^py^^)ym 
y't^yi^r/yy^^jym 
y':i'^^yy^''jy^v ym 

yy'y-yy^^jym. ■ 
:r^uyi>7^ymmM 

^vyy 

7y:=-y 

/vjy 

u-iyy 

^:ju^i/y 

±^jy 

7.u:t=^y 

yj.'T^y 

^)\^^%ym. 

77.ny^ym 

Oz^y 
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\ 



10 



A r g 




Jrl 1 S 


• L^y\y ^ ^ 


"D K Q 

r n e 




1 y r 


• M 


1 r p 


• V y V y X ^ 


r r o 




A s n 




Vj 1 n 




p G 1 


. 1-1 1]^>t7 ^ "^vBfife 


Me 




E t 


: X5";i^S 


Bu 




Ph 




TC 


:5^7yUS?>-4 (R) H 



15 



20 



25 



Tos ' : p- h;l/X>X;i/:!K-;i/ 
CHO 

B z 1 : '^>>^;P 

ClgBzl : 2. 6-Pi7UU^>P)V 

B om : 

C 1 - Z : 2 - ^ D P^>i^;i/:f ^v';^7;pfc;i' 

B r - z : 2 -:/D^^>$^;v:f ^'>*;i'3i?-;p 

Boc : t-'fh4zy^)Vi^=-)V 

DNP : >?r:hP7xy— ;i/ 

T r t : h U 

Bum : t--:rh^z^;^^}V 
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Fmo c 



N- 9 -7;i':r^r:;M h^->i3)V^::i}V 



HOB t 



HOOB t 



: 3, 4->'t KD-3-kHD^'>-4-:t4^V- 

1. 2, 3-^>Vh07i^> 
: l-tHD+v'-5-y;i'3l?;i/;^>-2, 3-i?*;U 

:N, N* ->?>'^D^^$/M;PjJ?v?-r5H 



6 



HONE 



DCC 



10 CSB^J#-^ : 1 ) 

yyh SLC-1 Sn- KfS cDNA 07.^ U -:i>i/fc:^ffi bfc^^^DNA ^mTo 
CgB^J#^:2] 

yyh SLC-1 Kf cDNA OX U -=.>inzmmh^^^ DNA Sr^f. 
CgB^J##:3D 
15 yyh SLC-1 ^ / £.^T, 

5' finfosai miigB^j;5t#j)p$ti, *^c3' titspe imwmmmM-^n 

fzyyh SLC-1 cDNA ©^^ISE^J^^-f . 

20 yyh SLC-1 cHo mm<o^^u->\z:^\,-f^ sLc-imRNA (Dmm&^m^ 

■r§fc«)fc^ffiLfcU2H7'D->'' (riboprobe) ^^to 
CgB^iJ##:6) 

k h SLC-1 F-r^ cDNA SrSllif ^TSifelC^L^c^^DNA ^^f. 

25 t h SLC-1 Hf § cDNA ^ 2*^k:-r5fe«)»C<S^^ bft^fy^ T-S^ 
•To 

t h SLC-1 ^n- cDNA^:^SS3^J$^-r. 
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t h sLc-1 (o±y 5. J miB^J ^^^'f » 

(i3»^: 1 0] 

t h SLC-1 (S) ^3- cDNAOX^ U -:=:>^'lC^ffl L/;t^J5&DNA S:a^T« 
CE»^: 11) 

5 k h SLC-1 (S) Kf S cDNA©X^ U bfe-&^DNA . 

Ci3^## : 1 2D 

k h SLC-1 (L) <&3- KT-S cDNACDX^^ U tfc'&^DNA?^^^'. 

(S^J#-^: 1 3] 

t h SLC-1 (L) ^3- Ht"-&cDNA®7.;j7 U-::^>^l-^ffll^:fc^^DNA^^T. 
10 CgB^j##: 14) 

ifct h SLC-1 (S) cDNA CD^ifiSffi^J^^T . 
CiB^J#^:15) 

5' MfcSal I ^aiBW#J)n^n, *fe3'' Mfc Spe mi^E^j*^#iHi$n 

15 ^th SLC-1 (L) cDNA©±:^SS^J^^t". 
CE^J##: 1 6D . 

t h sLc-i (s) cHo «Bija*«ki^t h SLC-1 a) cHo ia)ia©#i^ 

fc^ttS SLC-lmRNA (J>^^^^m%t^fc^\Z'm l^tc^J 5j?:/D- >^ 
(rlboprobe) ^i^i". 
20 ##131 1 - 6 im^otlftrnm^: 9 T^^n^iSSSB^J^n- h-t S DNA 

HJcict^J^Mte^^^^ Escherichia coli DHlOB/phSLClLS J*, 

5p^ii^2^ 1 Bi!}^^mmMm^xmmmu^^x^xm^mm^m (n 

IBH) lC^f£#^FERM BP-6 6 3 2.tbT. Wll^l^2 1 
H;5»6IJffli*A • ^mm^ ( I FO) lc:^ie#-^ IFO 16254i:Lx 

26 TfFte$nTi/is. 
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Me O f^^-Y^^'^ 

1) 2, 6-i-y^U>z^iJM>m^^:^^}VJ::^^)V (26. Og. lOemol) 
^ N. N-v^^ 5^;i/J}^;PAT 5 H (500 ml) 1 Nzlcmit;:^ b U ^2^:^m 

m (106 ml) §10 ox:r3 om^fxmrhrzo smmuw'^. mm^m 

6-(^ h^>^ti}V.^::i)V)-2-±yd^U>ti}V^>WiiU.^g) ^^mi^th 

'H-NMR (DMSO-d^ 5: 3.94 (3H, s). 8.06 (2H, a). 8.24 (2H, m). 8.69 (2H. 
10 s) . 

2) WI21)T#fc6-(^ h^->ti)Vt^=-M-2-±y^u>:fy)Vt^>m. 
(5.00 g, 21.7 mmol) <i: hUx5^;i/75> (3.93 ml, 28.2 mmol) ^tert-' 

(65mi){c:^^L, T>^'(t;i^7x^;i'*;^2jNU;i/ (5.62mi, 
26.1 mmol) ^M^. ^Mr^s 0^. 1 0 owemmi^hrzo Rj^mzm 

^>(50 ml)\zmmh. ^}^Ts 7K^{b7;i/5x<i7A>J5^'^A(728 mg,19.2 
^,Mfl£Tjg*ilU^S*'>U;<7y;i/;^37Ai57nTh^77^- (JgH^iS; 

h)ix> : s^Bix5^;u=i 0 : 1) izx^mv. mmm^ n-^^-^>f)^^m 

ii-fbb. tert-y5";p 6-(kHD:^>>;>^5^;^)-2-:^>'^;l/;^7-;t;^-^ (2.26 
g) <&e-felJ^*<hLT#fc, 
25 'H-NMR (DMSO-d s) 6: 1.51 (9H, s), 4.61 (2H, d, J =5.7 Hz), 5.24 (IH, 
t. J = 5.7 Hz), 7.40 (IH. d, J = 8.4 Hz), 7.49 (IH, m), 7.70-7.78 (3H, 
m), 8.07 (IH, s), 9.52 (IH, s). 
Ttm^^m C,gH,sN03iLT 
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H-^^i : C, 70.31; H. 7.01; N. 5.12. 
: C. 70.36; H, 6.89; N, 5.14. 



3) |iIfB2)T#/btert-7'5^;i/ 6-(h HD^->p^^;^)-2-:^75";^;^- 
A^-^ (1.00 g, Z.66mol)^i^i7UU;f>^>ilSml)\zmMU umit-^ 

5 >^>(i.59 g. 18.3 Moi) ga*r?4i^ra«j^tfe, mm^^^ . 

^^ 5l«*MjgETfc«ilgL^ i^^V:fuE)Vx-7'}Vfi-^^B^itVr. tert- 
6-3j^;W5;l/-2-^75";V:^J-n^-h (889 mg) <£afit»*4:bT# 

'H-NMR (CDCl,) 5: 1.57 (9H. s), 6.76 (IH. br), 7.44 (IH, m), 7.83 (IH. 
10 d. I = 8.4Hz). 7.92 (2H. n). 8.09 (IH, s), 8.25 (IH. s), 10.10 (IH. s). 

•4) mus)rmftieit-':f^)v 6-^)VB.)v-2-ty^)V:^-^^^-\^ 

(300 Mg, l.U mmol) ti^^'^)V75:>mkm (270 ing, 3.32inDol) 
y-;K2 ml)i:xh^t:HD79>(2 m\) (DM^f^^^Z^Ml^s '>7/hU 
h KPtt5^:^hU'^A (210 ig. 3. 32iiifflol) ^Jn^. gtaT?2^^SfeJ^b 

-;i/=l 0 : 1) izX^mhs ^mit^^ (242 ng) S:^Sfetft^^tlt-bT# 

20 'H-NMR (CDCI3) 6: 1.55 (9H. s), 2.27 (6H, s), 3.54 (2H, s), 6.75 (IH, 
s), 7.32 (IH. dd. I = 3.1. 8.7 Hz), 7.42 (IH. d. J = 8.4 Hz), 7.64 (IH, 
s), 7.71 (2H, d-like, J = 8.7 Hz), 7.96 (IH, s). 



1 ® 2)^#fc tert-y5";i/ 6-(t }iU^i^^^)V)-2-'^y^)V:^- 
A*^-h(500 mg, 1.83 mmol) i:hUx5^;i/T5>(0. 254 ml, 1.83 mmol) ^ 
xh^tKP7^>'(9ml) mmU^^T:^^ >7.}Vt^=.)Vi7 D U F (0. 1 42 



tert-:/5^;i' 6-(l-tfD U i^r:;i/^5";U)-2-^75^;P*-A*^- h 



25 
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ml, 1.83Biiiol)*l)n^, m^no^imhrco :^»*5*U 5^^Mm 
ral)\zmML. 0t^;^rUC7A(758 iDg,5.49iDmol), k'P Uv'XO. 153 ml. 1.83 

mmoi)*i)DA> 6ovrzmmmwi^rco R!^mmm:L^)vt^mmmv. 

h (388 mg) ^^Efifft^t bT#fco 

'H-NHQKCDClj) 6: 1.55 (9H, s), 1.80 (4H, m), 2.55 (4H, m), 3.74 (2H, s). 
10 6. 62 (IH, s). 7.30 (IH, m), 7.45 (IH, m), 7.69 (3H, m). 7.96 (IH, s). 



1 0 3)T#;fc tert-:/5^;V 6-:4^;P5;W2-:?-75";PA-A*p^-h 
15 (500 mg. 1.83 mmoDttf'^U 5^X0. 181 ml. 1.83 mmol) SfflV^T^ #^«»| 

i<D4)t mm(Dmi^^n ^ct\z^y). ^m^^^^ (305 mg) ^m^m^m t 

•H-NMR(CDCl3) 6: 1.46 (2H, m), 1.55 (9H. s). 1.58 (4H, m). 2.42 (4H, m), 
3.59 (2H, s), 6.60 (IH, s) 7.31 (IH, m), 7.43 (IH, m), 7.64 (IH, m), 7.71 
20 (2H, .m), 7.95 (IH. s). 



25 >^(1.00 g. 4.34 mmol). 4-7'a^T-U> (747 mg, 4.34 mmol) » 

5^;i/7^/t;U>'> (531 mg, 4.34 mmol) ^n,V{-':?^^)V^)VA7S.}i(\Q 




N-(4->^Dt7xr:;W-6-.(t: HP:^>'>l5^Jl/)-2-:f7 hT5 H 
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::fD^muy)*;i/fc;W-2-:f7hx-b (954Bg) <£efii^5l5tLT# 

'H-NMR (DMSO-dg) (5: 3.95 (3H, s), 7.58 (2H. d, J = 8. 6 Hz), 7.82 (2H, 
10 d, J = 8.6 Hz), 8.07 (2H, d. I = 8.6 Hz). 8.22 (IH, d, J = 8.6 Hz), 8.29 
(IH, d, J = 8.6 Hz), 8.63 (IH, s), 8.72 (IH, s), 10.64 (IH, s). 

2) mm) 6-[(4-:/n^:7xu y)*;i'3i?x;i/]-2-:^7 h 

X-h (900 mg. 2.34iiiiol)<fexh7t:KP77>(10 iDl)tz:J§i5?b, )K?^T, 
7K^'ft;U5^'^A7;i/5— »i7A(178 mg. 4. 68 mmol) <&j!)P^, ^WV2W^1^W 

15 bfei sjs&^tcrax^^ji/t 1 ^^*^m*in^> Mx5^;i/TJS£tiLfc. a 
mmit^<& (349 mg) * e^t^* t bT#;fe. 

'H-NMR (DMSD-d.) 6 : 4.71 (2H, d, J = 5.6 Hz), 5.41(1H, t, J = 5.6 Hz), 
20 7.56 (3H, m). 7.82 (2H, d, J = 8. 4 Hz), 7.92 (IH, s), 8.02 (3H, m), 8.54 
(IH, s), 10.53 (IH, s). 

N- [2- ( b H o ^ J/^ ^)V) -6-+ y U x;W h 7 5 H 



1) 6-75y-2-^5';l'^y U> (1.02g, 6.45 mmol) <£tfU^?>(30 
DiDIC^^U (0.913 ml, 9.67 mmol) >JP^> MU^smmm^ 

N-(2-^5^;W6-^/Un;W7-kh75 H (1.20g) «:efe«»*i:bT#fc. 



H^^j^ (833 mg, 4. 34 mmol) ^JOA, ^iSTll^K. SOr-C 2 Bf rfl»^L 




N 
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'H-NMR (CDClj) d: 2.22 (3H, s), 2.71 (3H, s), 7.25 (IH, m), 7.52 (IH, . 
m), 7.95 (2H, i). 8.10 (IH, s), 8.30 (IH. s). 

2 ) mm Drmtc n- (2-;<5^;i'-6-^y u -jv) j-t h 7 5 h (1 . 20 g, 

5.99iimol) ^^OD3iN;PA (3Omi)fCi^0U m-^PDai^E#@l (2.48g, 

5 7.191B1DOI) ^wnsmmm^i^^. mmmBTm^> 
m:L^)v^mx. mv-^B^^^^L. N-(2-^^;v-i-:t4^'>H-6-:^yu 

-;0T-fehT5 H (1.06 g) <£efi|{>*tbT#fc. 
'H-NMR (DMSO-dj) <5 : 2.12 (3H, s), 2.53 (3H, s), 7.51 (IH, d, J = 8. 4 Hz). 
7.76 (2H. m), 8.40 (IH, s). 8.48 (IH, d, J = 9.3 Hz), 10.36 (IH, s). 
10 3) itr^2)T#feN-(2-p^5^;i-l-:^-+>^H-6-:^-y'Jn;07-feh7^H 
(4.64 g, 21,5'ininol)^M7Kg^m (110nil) mML. S0X:r4mmmL 

(iiomi) )i(.if^-r> im^ymiti-huoA (21.5 
15 ml) &jD;i. g^aTlBtKJi^^bfc, mmmsr\zm^Lfto #enfc^ 
5g*7;p$:^5!j7A^ovh^^7^- mmmm;mm:3^^)V: 

jv=5 : 1) ^z^mmu i§fflti^@imx5^;v-i'v:/Dt!;i/x-x;i/ 

(1:3) d^^Jg^ibb. ^mit-^^ (2.65 g) ^BmMtbXnfto 
'H-NMR (CDjOD) (5: 2.23 (3H, s), 4.89 (2H, s), 7.68 (IH, d, J = 8.7 Hz), 
20 7.78 (IH, d, J = 8.7 Hz), 7.95 (IH, d, J = 8.7 Hz), 8.27 (IH, d, J = 8.7 
Hz), 8.33 (IH. s). 



mm 5 S ntz N- [2- (t H u^iy:^9-)V) -e-^ y U r:;W 7-fe h 7 5 
H (1.00 g, 4.62 ]DmoI)tlJt'fb5=-^-;i/ (23 ml) ^r^i^TTJDA. 2mmm 




N-[2-(i57 D D 'J 7-fe h7 a H mm 



H 
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it^m (900 mg) ^n^tvxmco 

'H-NMR (CD3OD) d : 2.23 (3H, s). 5.12 (2H. s), 8.08 (IH, d, J = 8.4 Hz), 
8.17 (2H, s-like), 8.74 (IH, s). 9.01 (IH, d, J = 8.4 Hz). 



m^mmm, Z.Z2mo\)\ZimfEMM (17 ml) ^M^. lOCCTfai^wat 



10 VX^^t^m (849 mg) ^H^^tLXnft. 

'H-NMR (CD3OD) 6 : 5.07 (2H, s), 7.42 (IH, d. J = 2.4 Hz), 7.71 (IH. dd, 

J = 2.4, 9.0 Hz), 7.95 (IH, d. J = 8.4 Hz), 8.06 (IH, d, J = 9.0 Hz). 
8.78 (IH, d, J = 8.4 Hz). 

15 4*-^DD-N-[2-(;i7PD;>^^;V')-6-:^ry U-jW [1. r-tf7xn;i/]-4-*. 



##f !) 7 T# 6 2- (^ o p ^ -6-^ y u njPT 5 > 2 t 

4'-i;tiu[l. I' -H7 x.:=.}V]-4-ij)Vt^>m^m>X. mMM 1 © WSC ^ffl 

•H-NMR (DMSO-dg) 6 : 4.95 (2H, s). 7.58 (2H, d. J = 8.4 Hz), 7.66 (IH, 
d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7.8 Hz), 8.01 
(IH, d, J = 9.0 Hz), 8.09 (IH, m), 8.13 (2H, d, J = 7.8 Hz), 8.41 (IH. 
25 d, J = 8.4 Hz), 8.61 (IH, s), 10.67 (IH, s). 




N 
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mm 9 




mmM 7 <D 1 N-[2-(i-if D u u r-fe h 

6 K(5.53 g, 20.5 moDizmW^ (100 il) ^mX. 110"CT1^TOJ^ 

MffiTSSb. mm3^^)V-^^-^>il)^^^i\:'^m (4.56 g) »*<i:b 

10 'H-NMR (DMSO-dj) 6 : 1.83 (4H, i), 2,62 (4H, m), 3.90 (2H, s), 3.92 (2H, 
br), 6.92 (IH, d, J = 2.8 Hz), 7.15 (IH, dd, J = 2.8, 8.6 Hz), 7.48 (IH, 
d. J = 8.6 Hz), 7.88 (IH, d, J = 2.8 Hz), 7.92 (IH, d, J = 8.6 Hz). 
m^: 102-104'C 

mmio 

16 N-[2-[(>'-rv:/otf;P75y)^5^;W-6-^y Ur:)l/]7-feh75 K 



mm 5 N-[2-(h H P^i>^5^;W-6-+y U -JW] r-fe H ^ 

20 'H-NMR (CDCI3) 6 : 1.05 (12H, d, J = 6.3 Hz), 2.25 (3H, s), 2.95-3.16 
(2H, m), 3.93 (2H, s). 7.40-7.64 (2H. m), 7.80 (IH, d. J = 8.4 Hz), 7.95 
(IH, d, J = 8.4 Hz), 8.05 (IH, d, J = 8. 1 Hz), 8.28 (IH. br). 
MM. : 147-148 V (^mmm : >^X5^;VX— r;WA^1t» 

mm 11 

26 N- [2- [ ( v';^-2. 6-i^^ 5^;wi - tf^ u >^r:;i/) ^5";w -6-^y u x;i/] 7-fe 
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Me 




##^J5T#fcN-[2-(t:HD:^>'P^5^;V)-6-^/'J::i;W7-feb7$ 

5 'H-NMR (CDCl,) 6 : 1.02 (6H. d. I = 6.2 Hz), 1. 25-1.76 (6H. m), 2.24 (3H, 

s). 2.50-2.70 (2H. m). 4.01 (2H. s). 7.52 (IH. dd, J = 2.2 and 8. 8 Hz). 

7.73 (IH, br), 7.83 (IH, d, J = 8.8 Hz). 7.94 (IH. d. J =8.4 Hz), 8.04 

(IH, d, J = 8.4 Hz), 8.29 (IH, d. J = 2.2 Hz). 

Ttmmm C,^„N,0-0.5H,0<i:UT 
.0 tf^M:C, 71.22: H. 8.18; N, 13.11. 
SII^M: C. 71.01; H. 7.81; N, 12.90. 

s!!^ : 120-122 (B^mm : mmx^}v-^^i}-y) 



!l 5 N- [2- ( t H D :^^'>p^ 5^;!/) -6-4^ J U - jW 7-fe h 7 S H * 

'H-NMR (CDClj) (5 : 1.06 (6H. t, J = 7.0 Hz). 2.60 (4H, a, J = 7.0 Hz). 
20 3.82 (2H, s). 3.91 (2H. br), 6.90 (IH, d, J = 2. 6 Hz), 7.12 (IH, dd, J 
= 2.6 and 8.8 Hz), 7.54 (IH, d, J = 8.4 Hz), 7.86 (2H, d. J = 8.8 Hz). 

M-: 93-94 t: (^^-fbW: i^X5^;UX-T-;i-^^-9-» 
1 3 

N-[2-[(2. 2. 6, 6-x h7P^5^;U-l-tf^U >^->>W :^'^M-^-^J U 7 
25 -^1-75^ 



15 
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Me 



##^J 5T'#fe N-[2-(t KP^'>^5^;i/)-6-^y U-jW T-th7^ 

B 'H-NMR (CDCI3) 5 : 1.03 (12H. n), 1.50-1.73 (6H, m), 2.24 (3H. s), 4.07 
(2H, s), 7.40-7.57 (2H, m), 7.93 (IH. d. J=8.8Hz), 8.00 (IH, d, J=8.8Hz), 
8.06 (IH, d, J=8.8Hz), 8.27 (IH, d, J=2.4Hz). 
1 4 

2- U-^ n D 7 x:n;0 -5-:^; Jl/jt^^^v'-i. 3-v?:r^iJ-> 



1) p-i5^DD^>Xr;i/xkh* (3.2g, 22.7inmol) , tfX (kHP*'> 

TO^^i^X^^jW (5.0g, 22.7iniol) J;tXp- h;PX>7>;l/5jN>^ 
l7KS3«^(0.44g, 2.3mmol)©h;PX>(70ml)^^^, Dean-Stark igi7jc^tt^ 
^tj-fe200iDl:^7.79;^n4'l?2^FBWP«^bfeo 
15 .^X5^;PS 100mmiqL> lN7Kmfb:^hUr>A (50inl) . tK (50iil) , IS 
ft^mzK (50iBl) TjlKJ*:i5fe?^, MTi^:^i>-T>ATlt«IL/fc. MJBET^JSE^ 

-»||X5=-;i'= 4 / 1 ) tC^bil^i^ai LT 2-(4-i^ DP7xx;P)-5, 5'- 
>':^7;i/#Xh:^'>-l,3-i^:t^+h> (5.9g. 76%) ^Wco 
20 'H-NMR (CDCls)^ :1.27(3H, I, J=7.2Hz). l.SKSH, t, J=7.2Hz), 4.13(2H, 
dd like), 4.20(2H, q, J=7.2Hz), 4.33(2H, Q, J=7.2Hz), 4.85(2H, dd'like), 
5.46(1H, s), 7.32(2H, d, 1=10. 2Hz), 7.38(2H, d, J=10.2Hz). 
Sl!^. : 54-55 

2) H5IH1) T#;fc2-(4-:j7PD7xx;i')-5,5'-v?*;i/3}^Xh=^i/-1.3- 
25 i^:t^^> (5.8g, 16.9 mmol) ^ 9(i%:L^ J—)Umi dtllCjK 



10 
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mitti u ^ A (3. 8g, 67. Tnuooi) ^ta^x 3 mfBm^mhrc. m&rmm 

6 3L=L}V)-l,%'-i^tl)V'^^'y-\.Z^Pt^'^> (4.3g, 82%) &#fco 

'H-NMR (CDCg S :3.99(2H, d, J=12.2Hz), 4.50(2H, dd, J=4.6flz, 12.2Hz), 
5.42(1H. s). 7.35(2H, d, 1=9. OHz), 7.42(2H. d, J=9.0Hz). 

mj^: 164-165 *C ■ 

3) S9I32) T^lfe2-(4-^PP>'x-;^)-5,5'-i^:^J;^3J?=^^>^-l,3->^:^■ 
lo ^1i-> (4.3g. IBmmol) t h U X5^;i/T S > (20ml) (Dp'&tl* ISO'CT 4 

Nf^jniibfc. kf^mmBTwrn'^. ^$ss^x^;i/x-x;i/ (2oomi) 

15 FABCpos): 243 [MH]* 
ill/^ : 183-184 Z 
##^J 1 5 

6- (1- tf ^ U i^x;i/^ ^'JV) :f 7 ^ :>'-2-7 5 > 




20 ■ ##M3 7:#;fctert->^5^;i/ 6- (l-l^^Ui^x;l/^5=•;^)-2-:^-75^;^*- 
Ap^-h (710mg. 2.09iniol) ^h^)y)V:tumm. (10ml) (3^0b, Si^T? 1 
^r^mi^bfc, ^^<£^^flET^i«gb, ^$(CMX5^;1/ (50inl)^*P^. M 
^:i!7U»>A7jc^?g?(50inl)> ia?P^M7K(50il)Ti5fe#^> MiETMSIt^ ^® 
it-^l^ (420ing, 1.75iDmol)Sj|fe@fiiSiri:tT#fe« 

25 'H-NMR (DMSO-dj) 6 : 1.38 (2H. m), 1.48 (4H, m), 2.32 (4H, br s). 3.44 (2H, 
s), 5.30 (2H, br s), 6.79 (IH, s), 6.90 (IH. dd, 1=8.5 and 2.0Hz), 7.23 
(IH, d, J=8.3Hz). 7.43(1H. d. J=8.5Hz), 7.46 (IH. s), 7.54 (IH. d. 
1=8.. 5Hz). 
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15 



20 




98 

1 6 

H 

1 © 2)T#fc teii-Zf^}V 6-(t: KP^>>^5";W-2-:^75^;i/;i!7- 

'H-NMR {CDClj) a:1.08 (3H, s), 1.10 (3H, s), 1.34 (3H. m), 1.55 (12H. 
m), 2.53 (2H. iii),.3.92 (2H, s), 6.58 (IH, brs), 7.30 (IH, dd, J=2.2 and 
8. 8Hz). 7.45 (IH, dd, 1=1.5 and 8.5Hz). 7.71 (3H, m). 7.94 (IH. brs). 
1 7 

6-[(i^x-2. 6-':^^5^;i/-i-tr^u ^5^;w:^7iS' ix>-2-rs > 

Me 




25 



HgN' ^ ^ Me* 

6T#;t 1611--:/^^ 6-[(vx-2.6->>^9^;p-i-e^u>^-;i/) 

'H-NMR (CDCI3) 6 :1.11 (3H, s), 1.13 (3H. s), 1.32 (3H, a). 1.56 (3H, 
m), 2.52 (2H, 1), 3.78(1H, brs). 3.91(2H. s). 6.92(1H, dd, 1=2.4 and 
8.7Hz), 6.96(1H, m), 7.38(1H, dd, J=l. 5 and 8. 3Hz), 7.51(1H, d, J=8.3Hz). 
7.63(1H, d. 1=8. 5Hz). 7.68(1H, brs). 

##M 1 8 

6-(l- tfP U U>-2-rs. > 

##^^2T#fe iex\-^^)V 6-(i-trpu-;^-;M5^;w-2-:?-75^;i'*- 
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'H-NMR (DMSO-dj) 6: 1.81 (4H, m), 2.56 (4H, m). 3.74 (2H, s), 3.80 (2H. 
br).-6.93 (2H. dd, J =2.1, 8.4 Hz), 6.97 (IH, d. J = 2.1 Hz), 7.38 (IH, 
dd, I = 2.1, 8.4 Hz). 7.55 (IH, d, J = 8.4 Hz), 7.61-7.64 (2H, m). 
9 

6- [(2, 2, 6, 6-T h7^5^;Wl-lf^U ^^}V]-2-±yi^ U>7^> 



Me 




Me 

0%M 1 © 2)T#^ tert-:/^;W 6-(t: ]^U^iy;<'^}V)~2-i-y^)ViJ- 

'H-NMR (DMSO-dg) (5: 1.02 (12H, s), 1.57 (6H, m), 3.78 (2H, br), 3.89 (2H, 
s), 6. 89-6. 98 (2H. m), 7.41-7.54 (2H, n). 7.63 (IH, d, J =8. 4 Hz), 7.76 
(IH. s). 
##0112 0 

15 M-[6-[(i^-f y:/ptr;i/75y)^5^;w-2-:f75^;w-2-b hp^5/-2-;< 

Me 



HO. ^..^^^Me-^Me 
Me Me 



1) 6-(t Hp4^v>^5^;I/)-2-:^7 1 — )l (500ig, 2.87mmol) OP:^^ 
;i/7-kh75H (4ml) ^^tciTKM^b::^ h U "^A (344mg, S.Glinmol) ^M^. 

m^SJ^l/fc. 2-':^p^-2-;>^5';i/:/o;i>7iK (i.43g, s.eimoi) ta 

(476]iig, 2.87iiiinol) *iP^, ^jfiT 16 Nf^lSgJ^bfeo K^SJK 

V7'Ptr;i/X-T-;l/tckD««*i:^T, 2-[[6-(h }^u^i/:^^)V)-2-')- 
26 75^;W:t^v']-2-;^5";i/yP/1>75 H(506ig) 
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'H-NMR (CDCI3) 6: 1.61 (6H, s), 1.85 (IH, t, J = 6.0 Hz), 4.84 (2H, d, 
J = 6.0 Hz), 5.57 (IH, br), 6.68 (IH, br), 7.16 (IH, dd, J = 2.4, 8.7 
Hz), 7.28 (IH, d, J = 2.7 Hz), 7.47 (IH, dd, J = 1.8. 8.7 Hz), 7.72- 
7.78 (3H, m). 

5 2) mi) m^nr:L2-m-i\i}^U^->:^^}V)-2-i-y^Mt^ 
v']-2-^5^;i/:/D;t>7$ f« (200iDg.0.771nimol) ©S^;<^;1/jJn;1/A75 H 
(2. 3iDl) tl, 3-v^^5^;i/-3, 4, 5, 6-t- h ^ k K D-2 (IH) - 1! U 5 >• 
(0.23ml) mmZ7i^mti-hV^J^ (68mg, I.70miDoi) ^M^. lOOri? 1 ^ 

;i/X-x;i/: A.:^^1}->=1 : 1 \Zj^y)m^ni^tLX. 2-k KD^re^-N-[6-(k 
HD^i^^9";i/)-2-:^75";i']-2-p^5^;i/:/D;'^>75 K (50mg) 
3) MBB2) "e#enfc 2-k Fp:^i>-N-[6-(k \ia=¥->:^^}V)-2-i-y 
15 ^M-2-?^^)V:fun>r^]^ (lOOmg, 0. 386iiimol) tmMAt^M (192mg, 
0. 578ininol) 0>?^ □ P ^ ^ >(2. 3ml) ^^(d h U 7x -;i/3fcX7 ^ > (1 21mg, 
0.463minol) ^MX. MM.!! Ammamvrco BL}l^m^7)VS.t:^yJ^^a'7 

mz-MV':fa}d)V7^> (3ml) ^m^. 80'C"^16l^fWai!^Lfco 1 

20 mizmfi^L. S?X^;i/X-5^;i/mm 7j<llcM;t7U'^A^JP;l:^Stt 

hifyy^- mmmmimmx^^jv) \z^y}mnLx. ^^^>iz^m 

^tbX. mm^t-^^ (58mg) ^mtco 
25 'HNMR (CDCIj) 6: 1.05 (12H, d, J = 5.6 Hz), 1.60 (6H, s), 2.24 (IH, s), 
3.05 (2H, m), 3.76 (2H, s), 7.50 (2H, m), 7.73 (3H, m), 8.25 (IH. d. J 
= 2.2 Hz). 8.79 (IH, s). 
2 1 

l-[(6-^ h=¥i^-2-i-y^)U):^^)V] tf P'J>^> 
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MeO 




6-^ hT;Pxt H (3. OOg, 16. Immol) i tfo U v> (2. 69ml, 



32.2mmol) 0T-h^t:HO7^> (32ml) t^B (16id1) M{3hU7-feS 

=^^e/kHp*^7^:^^u.'^i^ (6. sag,. 32.2111101) ^o'ceip;!. mm.'viv^ 

'H-NMR (CDCI3) 5: 1.80 (4H, m), 2.54 (4H. m), 3.74 (2H, s), 3.92 (3H. 
10 s), 7.13 (2H. m). 7.45 (IH. m), 7.68-7.73 (3H, m). 
#%^J2 2 



mm 2 1 -e^stiifc i-[(6-^ ^:^^>'-2-:^75^;^) t!n u i» 
15 (3.63g, iB.omiDoi) ©48%^«^^ (75rai) m^^mvr^mmmnh 

<vyDhr;WX-xMr^#bT, ^Sft;^^ (2.45g) *lifi«»*i:tTll 

'H-NMR (CDCl,, free base) 6: 1.80 (4H, m). 2.71 (4H, m). 3.77 (2H, s), 
20 5. 20 (IH. br), 6.78 (IH. d. J = 2.6 Hz). 7.85 (IH. dd. J = 2.6, 8.8 Hz), 
7.31 (2H, s-like) , 8.43 (IH. d. J = 8.8 Hz) , 8.56 (IH. s). 
mm 2 3 

2-:^^)V-\ . 2. 3. 4-x h 7 b K P ^ >y [b] [1, 6] 5^ U 5?>-8-7 S > 



1) 2-75y-5-XhP^>X7;Pxt:K (1.00g, 6.02iiiinol) tl-:^'^ 
JU-4-lf^U:^y > (0.89ml. 7.22mmol) (DX^y~-)V (IO8111I) m^\ZiM 
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M7miti-h^)^2^ (9. Oral) ^^^l^m^. 60*C1? 1 WftJ^l^fc, 



^^kKa^>!/[b][1.6]:^75^U>^> (430iog) ^#fco 
'H-NMR (CDCl,) 6: 2.55 (3H, s), 2.92 (2H, t, J = 6.0 Hz), 3.32 (2H, t. 
J = 6.0 Hz), 3.82 (2H, s). 7.96 (IH, s), 8.10 (IH, d, J =9.0 Hz), 8.40 
(IH. dd, J = 2.7, 9.0 Hz), 8.71 (IH, d. J = 2.7 Hz). 
10 2) l&IBl) ■C#;fc2-^5";i/-8-ZihP-l,2,3.4-rh7tHO'^>y^ 
[b][1.6]:^75^U>^> (413iig, 1.70iBmol) tmA^z^^J^-m^O^^/- 

;i/ (9.5iDi) Wimmt:^mmm^'rx2mm^Whrc, m^^^mbtcm. 5 

(315mg) ^Wzo 

15 'H-NMR (CDCI3) 5: 2.5^1 (3H, s), 2.86 (2H; t, J = 6.0 Hz), 3.20 (2H. t, 
J = 6.OH2), 3.73 (2H. s), 3,88 (2H, br). 6.83 (IH, d. J = 2.4 Hz). 7.09 
(IH. dd, J = 2.4. 9.0 Hz), 7.53 (IH, s), 7.80 (IH, d. J = 9.0 Hz). 

[5-[(4-:/D^ ^>e?;p) :f =^v']-ih-^ > H-;i/-2-r ^^5^ 



1 ) X5^;P 5-b H D^i^-lH-f > ]i-)V-2-:^M^i^U- h (SOSmg, 
2.48iniool) > l-::/Dt-4-(:/P^^5';W^>if> (681ing, 2.72inmol) tm 
^J&U^^A (684ig. 4.95iiimol) (DTi2:h-hU;P (12nl) mt^^iO'CXZ 

\z^mmLx. -ry:/otr;i^x-x;nci;D«^^^b:L/T. 5-[(4-:;^ 



5 y yci tf;WX-x;Kc J: 0«^*i: bT. 2-^^;P-8-- h D-1. 2, 3, 4-x 



H 



20 
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P^^>i?;W^^r5^]-lH-'r>H-)V-2-5&Jl^jH=^^>^^-b (565ing) 
'H-NMR (DMSO-dj) 5: 1.33 (3H, t, J = 6.9 Hz), 4.32 (2H. t, J = 6.9 Hz). 
5.08 (2H. s), 6.98-7.04 (2H. m), 7.18 (IH. d. J = 2.4 Hz). 7.36 (IH, d. 
J = 8.7 Hz), 7.43 (2H, d, J = 8.4 Hz), 7.59 (2H, d, J = S.4 Hz), 11.77 
5 OH, s). 

2) 1013 1 ) ^W^nrcX^)V 5-[(4-:/D^ ^>5?;0:t=¥5^]-lH-'f > 

h (300iiig. 0.802iiimol) ©xh^k H07^>(4id1) 
0'C-e7K^<bU5^>:7A7;i/$-'>A (60.8nig. l.eOnimol) ^iJD^^ 1 

10 mymmi- h^j^M.-^^^i'tzo mm^msrfmm'^. n^ntcm^^rji 

^V:fU}i)VX-f-)Vt^^lJry\zXmi^itVX.miit'^^ (219liig) 

'H-NMR (DMSO-dj) 5: 4.55 (2H. d. J = 8.4 Hz), 5.05 (2H, s). 5.19 (IH. 

15 t, J = 8.4 Hz), 6.16 (IH, s). 6.74 (IH, dd. J = 8. 8, 2. 2 Hz), 7.03 (IH, 

d, J = 2.2 Hz), 7.20 (IH, d, J = 8.8 Hz), 7.41 (2H, d, J = 8.4 Hz), 7.57 
(2H, d, J = 8.4 Hz), 10.84 (IH, s). 

20 4'-i^np-N-[6-[(N, N-'J:^^)V7^y):^^M-2-i-y'^MiUl'-yf 



m^mimt:: tert-y^^;!/ 6-[(N,N-v;?^^;i<'7^y);<^;W-2--^75' 
JVtt-n^-h (237 mg, 0.789 miol) & h U 7;i^:tDKi^ (4 ml) \zmM 

25 L.. Murimmm^m. mmmsrf^zmmvrco mt\zmmx9')v. m. 
mij^j^yAymm^mx. nmx^)vx'mtiivrco mtam^mmfim^xm 
^b. «M:M>U'^ATigm ms.r\zmmLrco n^ntcm^. 4'- 
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^UU\£y:c-)V:h)V-^>m (184 Dig, 0.789 miol) ti^ ;^^)V7 ^ / IfV 
v> (96.4 mg, 0.789 mmol), ^ N,N-v;<9^;i/4v;t'A75 F (4 ml) ll^^it. 

(151 mg, 0.789 mmol) ^MX. ^iSTl GmmmWl^fCo R^WUzmMJ^^ 

< y:/pt?;i/x-x;i/ (i .-.5) ®ii^jg»ei^^jbL. Mfb-^!!? (207 
mg) ^^m^thxmco 

10 'H-NMR (DMSO-d,) 5: 2.19 (6H, s). 3.53 (2H, s), 7.45 (IH. d, J =8. 4 Hz), 
7.58 (2H, d, J = 8.4 Hz), 7.73 (IH. s), 7.85 (7H, m), 8.12 (2H, d, J = 
8.4 Hz), 8.45 (IH, s), 10.49 (IH, s). 
FAB(pos) : 415.2 [M+H]* 

il!^: 230-231'C 
15 MMM 2 

4'-:j7pp-N-[6-(i-t!PU>^x;p^5";w-2-:^75^;w [i, r-tr7xx 



2 l^ntc ter t-y5^;U 6- (1- tf P U 5^x;l/p< -2-:^7^;^*- 
20 A*;^— h(387 mg, 1.19 mmol). A'-^ an\£y }l:i^>m. (112 mg, 

0.482 mmoD^^v^T, mmmi tmm<DWti^^nz> ctiz^y)^it^^ 

'H-NMR (DMSO-d,) 5 : 1. 71 (4H, m). 2.47 (4H. m). 3.71 (2H, s), 7.46 (IH. 
d. J = 8.4 Hz). 7.57 (2H, d, J = 8.4 Hz), 7.75-7.89 (8H. m), 8.12 (2H, 
25 d, I = 8.7 Hz), 8.45 (IH, s), 10.48 (IH, s). 
FAB(pos): 441.1 [M+H]* 

im.-^. : 214-217'C (l^^fbW : «X^;i/- V7°P IfJi/X-T";!/) 
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mmm3 



n^-h(100 mg, 0.42 mmol) 1 4'-^aPtf7xr:;P*;VJl?>^ (116 mg, 

'H-NMR (DMSO-dj) 6: 1.41-1.51 (6H, ra>, 2.37 (4H, m), 3.56 (2H, s), 7.46 
10 (IH. d, J = 8.4 Hz), 7.58 (2H, d. J = 8.7 Hz), 7.72 (IH, s), 7.80 (7H. 
m), 8.12 (2H, d, I = 8.7 Hz), 8.45 (IH, s), 10.48 (IH, s). 

mj^: 22o-222*c m^mm:nm:^^}v-i^'i'j'^^^)vx-7'M 



N-(4-:;^o^r7x:i;w-6-[(':^^5^;PT5 y)^5^JW-2-:^-7 hr^ H 



^mm4rmc N-(4->^P^7x:i;i/)-6-(t FP=^^'>;^5^;^)-2-::^7 h 
7$ H(349iDg, 0.980inmol). hUX5^;l^7S>(0.164ml, l.lSmmoO^N.N- 
e^jpt^^^l^^^AT^ H(5 m\)mmv. Jk?&T*glbp^iS'>X;U3j^:i;K0.091 
ml. 18 mml)^mXMm.WLrcoR}^mz-:^:f>'^)V7^>MmMmm, 
20 96 moDt^miJ^J^yMm mg, 2.94 mmol)*llP^> eCCT 16 I^BBSfci^b 

>7<v7'Pt;;i/x— r;i/&ft];i^^^k;b> ^^b-^t^oas mg)<&e^l»?l5i 

25 'H-HMR (DMSO-dg) 5: 2.19 (6H, s), 3.57 (2H, s), 7.57 (3H, m). 7.81 (2H, 




6 



^msxmc 6-(l-fcf'^U>^x;i'/5";W-2-:^-75";i/:^J- 



15 
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d, J = 9.0Hz). 7.87 (IH, s), 8.00 (SH.m). 8.54 (IH, s), 10.52 (IH, s). 

mmm 5 

N- (4'-^ □ n [1 , 1 tf 7 xZi;W -i-i )V) -6- [ (N. N-e?^ ^)17 $7)^5^ 




mi^m 4 N- (4-:;^P x:n;i/) -6- C(i?^5^;PT $ y ) ^ ^)V] -i-r 

7 h75 1^(128 mg, 0.334 mmol), 4-:i7DP7xn;PJl?n>^(62.7 mg, 401 
JMDOl), 2^5t^^::hhU'^A(0.668 ml, 1.34 mmol) ^v'p^ h=^;>Xi5'> (3 
iDl)<hT-h^t: FP7^>(0.3il)©?g'&Jt?^};i^Mb, ^^HH^T, xh 
10 74xhU7xi:;i^jj>;:^7.^>;i7>^'^A(11.6 mg, 0.01 moD&JlP;!. SOt: 

^mm:^^)vt=MV'^u\f.)v:r.-^}v (1:3) ou-^mm^^m^^u 
15 Mfb-^ti (42 mg) ^Bmti^t.hxmtz. 

'H-NMR (DMSO-dj) 6: 2.21 (6H, s), 3.59 (2H, s), 7.51 (2H, d, J = 8. 7 Hz), 
7.59 (IH. d, J = 8.1 Hz), 7.72 (4H .m). 7.89 (IH, s), 7.95 (2H, d, J = 
8.7 Hz). 8.05 (3H, m). 8.58 (IH. s), 10.53 (IH. s). 
mi^ : 240-242t: 
20 6 

4' -i^ p p-N- [2- [(N. N-i^^ 5";i/7 5 y ) ^)V\ / u x;i/] [1 , r - e 




1) ##f!l5T*#fcN-[2-(t Yu^iy^^)V)-^-^J U-;W7-feh7$ 
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F (92.3 mg, 0.427 mmol) ' t h Uxg^JPTS > (0.0712 ml, 0.512 minol) 

(0.0396 ml. 0.512 mmol) 3 O^^-H^^tfc, KfS^Cv'^^^Jl^ ' 

r5.>mBM (69.6-mg, 0.854 miol) (177 mg, 1.28 mmol) 

^^;^]_6_:^y ij-;l,]7irhT5 F (71.9 mg) ^?ftt^tli:bT#/c. 
10 'H-NMR (CDCls) 6: 2.25 (3H. s), 2.34 (6H. s). 3.76 (2H, s). 7.45-7.58 
(3H. m). 8.02 (IH. d. J = 9.0 Hz). 8.09 (IH. d. I = 8.4 Hz). 8.31 (IH. 
s). 

2) laiB 1) N-[2-[(N,N-i?^5^Jl'75 y)pt5^JW-6-=^^y U 
7-feh75H (1.9mg. 0.296 mmol) ^mmM (1.5ml) f:^«|U 1 1 0*C 

^ym. (68.8mg. 0. "296 mmol) t'J:^^}V7^ J \f.^)i>y (36.1 mg. 0.296 
mmol)^N.N-i^^5^;i/7j^;^A75H(1.5 mOJl^^U ^?&T, 
20 (3-i?p^5^;i^75/>^DtfJW-:^>'l'^'^1'5Hii^i^ (56. 6 mg. 0. 296 mmol) 

25 X-x;i/ (1:5) iS^^^^^ith^ ^^{b'&tl (60.6mg) ^afeJ&^tUT 

'H-NMR (DMSG-de) 5 : 2. 23 (6H. s), 3.67 (2H, s), 7.58 (3H. m). 7.82 (2H. 
d, J = 8.4 Hz), 7.89 (2H. d, J = 8.4 Hz),. 7.96 (IH, d, J = 9.0 Hz). 8.04 
(IH. dd, J = 9.0, 2.1 Hz), 8.13 (2H, d. J = 8.4 Hz), 8.29 (2H. d. J = 
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8.4 Hz). 8.52 (IH, d, J = 2.1 Hz), 10.60 (IH, s). 
FAB(pos) : 416.1 fti+H]* 
IS^ : 219-22113 . 

mmmi 

5 4'-7;|/:f D-N-[2-(l-tf oUi^:::;M5^;W-6-=^r/ U:i;W [1. l'-bf7x 
n;V]-4-;^;|/7^:^^lJ-5 H 



1) ##^aj51?#;feN-[2-(hKD+v'^5^;0-6-:^/Un;H7-fehT5 

h* i: tf p u >^> viT> mmm 6<Di)t nmom^^nv ct\z^K). 

10 N-[2-(i-tf D U i?n;M5^;U)-6-4^y UxjWTir h75 HSafel»*tb 

'H-NMR (CDCI3) 6:1.85 (4H, m). 2.24 (3H, s), 2.70 (4H, n), 3.99 (2H. s). 
7.58 (2H, m), 7.80 (IH, s), 7.98 (IH, d, J = 9.0 Hz), 8.07 (IH, d, J = 
8.4 Hz), 8.29 (IH, s). 

15 2) MIBi)i?#fcN-[2-(i-ifDU>^-;i/^f^;W-6-^y u~;W7-t h 

'H-NMR (DMSO-ds) 6:1.76 (4H, m). 2.61 (4H, m). 3.94 (2H, s), 7.36 (2H, 

b). 7.59 (IH, d, J = 8. 4 Hz), 7.87 (4H, m), t. 99-8. 14 (4H, m), 8.30 (IH, 

20 d, J = 8.4 Hz), 8.54 (IH, d, J = 2.0 Hz)., 10.61 (IH, s). 

FAB(pos): 426.1 [M+H]* 

Mili;^ : i90-i93t: im^imm : i^^X5";|/- v-f V^D tf;i/X-x;P) 

4' -i; D D-N-[2-(i-tfP U P:=.)V:^9-JV)-6-^y U [1, i'-li7xn- 
25 ;w-4-:^>;i'3l?^iJ-$ H 
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a 




mMm7(D N-[2-(i-tf P U U:n;W 7t h 

5 'H-NMR (DMSO-d.) 6 : 1. 77 (4H. m). ^. 65 (4H, m), 3.98 (2H. s), 7.59 (3H. 

m). 7.59 (IH, d, J = 8.4 Hz), 7.87 (4H, m). 7.99-8.14 (4H, m). 8.30 (IH, 

d, J = 8.4 Hz), 8.54 (IH, d, . J = 2.0 Hz), 10.61 (IH, s). 

FAB(pos): 442.1 [M+H]* 

: 2oo-202t: iMmmm mmj^^)v-z^-( v :/p tf;i/x-^;i/) 
10 mmm9 

4'-7;W:^0-N-[2-(l-lf^U>^n;P/5";W-6-^yU-;W[l.l'-H7x 



1 ) ##^^J 5 mtc N-[2-(t: H P4^>'P^5^;l')-6-^/ U :::JW T-fe h75 
15 HtbT^.Uv'^&ffl^^iT. *ig|fiJ6©l)t|^il©^f^^fT'5;ii:fcJ;l9, 

N-[2-(l-t!'>^Ui^-;M5^;W-6-^/ U::i;W7-fe h75 K*efil»5^i:L. 

'H-NMR (CDCl,) 6: 1.47 (2H, m), 1.64 (4H, m). 2.25 (3H, s), 2.55 (4H, 
i). 3.83 (2H, s), 7.55 (IH, dd, J = 2.4, 9.0 Hz), 7.60 (IH. s). 7.67 (IH, 
20 d, J = 8.4 Hz), 7.98 (IH, d, I = 9.0 Hz), 8.08 (IH, d, J = 8.4 Hz), 8.30 
(IH, d, J .= 2.4 Hz). 

2 ) mmi) xntc n- [2-(i-fcf^ u u 7± h 
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•H-NMR (DMSO-d,) 6: 1.44 (2H. nO. 1.56 (4H, m),. 2.50 W m). 3.77 (2H, 
s), 7.35 (2H, m). 7.60 (IH, d. J = 8.7Hz), 7.81-8.14 (8H, m), 8.30 (IH, 
d, J = 8.4 Hz), 8.54 (IH, d, J = 2.0 Hz). 10.61 (IH, s). 
FAB(pos): 440.2 ftJ+H]* 
5 M}^ : 202-204'C m^mB : lf^X5^;W-i^'r Vfu \^)VX-^)V) 

4' -!7 u D-N-[2-(i-t!'^U >?-;i/^^;W-6-^y U n;W [i. I'-tf^xn 

;W-4-;^j;i/ji^4^-y-s H 



10 HSfi*^ 9 © 1) N- [2- (1- 1!'^ U v'r:;!/^ -6-4^ y u T-fe h 
T^Ht4'-{>Dnb'7x-;i^*;i/5j?>ai^£ffiViT, mMm6<D2) tn^<D 

'H-NMR (DMSO-ds) (5: 1.47 (2H, m). 1.61 (4H. m), 2.50 (4H. m), 3.33 (2H. 



15 = 8.4 Hz), 8.57 OH, s), 10.65 (IH, s). 
FAB(pos) : 456.1 [M+H]^ 

Mj^ : 2ii-2i3"c (^^«IK : s^^x5^;i/->?-r y:/Dtf;i/x-T-;w 

4* o D-N-[2-(4-^:;i/* un;i/^5^;w-6-:^y u -;W [i. i' -if 7xr: 
20 ;W-4-;^7;i/:il?^iJ-5 h* 



1) #.#««J5T#feN-[2-(ti Fn^^i/p^^^^W-e-^y Ur:;i/]7-feh75 
H t tf^ U >?&ffl ViT. ^ 6 © 1 ) a: I^SI®iif^&fT "5 C <i: {3 J; 0 , 
N-[2-(4-^:;1/j1nU r:;M5^;W-6-^y Un;WT-k hT5 H&«»*i:bT# 




s), 7.61 (3H. m), 7.81-7.90 (4H, in), 7.98-8.15 (4H, m), 8.34 (IH, d. J 
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'H-NMR (CDCI3) 5 : 2.25 (3H. s). 2.55 (4H. t. I = 4.5 Hz). 3.75 (4H, t, 
J = 4. 5 Hz). 3.81 (2H, s), 7.42 (IH, br), 7.51 (IH, dd, I = 2.4. 9.0 Hz). 
7.60 (IH, d. I = 8.4 Hz). 8.01 (IH. d, J = 9.0 Hz). 8.09 (IH, d. J = 8.4 
6 Hz). 8.32 (IH, d, J = 2.4 Hz). 

2 ) WIB 1 ) N- [2- U ^)V) -6-^ y U -J W 7±h 

•H-NMR (DMSO-dj) 6 : 2.45 (4H, t. J = 4.5 Hz), 3.61 (4H, t. J = 4.5 Hz). 
10 3.74 (2H. s), 7.59 (3H. in), 7.82 (2H. d. J = 8.4 Hz), 7.88 (2H. d, J = 
8.4 Hz), 7.97 (IH. d, J = 9.0). 8.04 (IH. dd, J = 9.0. 2.1 Hz). 8. 13 (2H, 
d, J = 8.4Hz). 8.30 (IH, d. J = 8.4Hz). 8.52 (IH, d, I = 2.1Hz). 10.60 
(IH, s). 

Ttmmm C„H„CIN30,i:bT 
15 : C, 70.81; H, 5.28; N, 9.18. 

: C, 70.66; H. 5.31; N, 8.90. 
: 236-238'C ■ (mmm : ifmx5^;U- z^^ V y P t';i'X-T-;0 

mmm 12 

N-[2-(4-^;w*U-;i/;^5=-;W-6-=^/ ux;w [i.r-if7xx;i/]-4-;?7;u 

20 Jl^^^tJ-S H 



25 'H-NMR (DMSO-de) 6 : 2.47 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.44 (IH, m), 7.53 (2H, in), 7.61 (IH, d, J = 8.4 Hz), 7.78 
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(2H, d, J = 7.5). 7.88 (2H. d. J = 8.4 Hz), 7.97 (IH. d, J = 9.0 Hz). 
8.04 (IH, dd, I = 9.0, 2.1 Hz), 8.12 (IH, d, J = 8.4 Hz), 8.30 (IH. d. 
J = 8.4 Hz), 8.53 (IH. d, J = 2. 1 Hz), 10.59 (IH. s). 
. Ttm^^W. C„H„N,0, • 0. 5H,0 t LX 
5 t^^^i:C, 74.98; H, 6.06; N, 9.72. 
mm^:C, 75.08; H, 6.07; N, 9.80. 

mj^ : 214-215^: (m^mm : mix.^}\^-v-( vzfu tf;i/x-T-;w 

4' -7;i/:tP-N-[2-(4-t;|/Jl^U::i;i<';^5^;W-6-+y ^):=-M [l.l'-tf7x 
10 :::;W-4-;«7;i/jJ^^lJ-5 H 



1 1 CD 1 ) X%1t N- [2- (4-t U =^}V:^ 5^;W -6-=^^ J U n;W T-k 

15 'H-NMR (DMSO-dg) 8 : 2.45 (4H. t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.35 (2H. m). 7.61 (IH, d. J = 8. 4 Hz), 7.84 (4H, m), 7.96 
(IH. d. J = 9.0 Hz). 8.04 (IH. dd. J = 9.0. 2.4 Hz), 8.12 (2H. d, J = 
8.1 Hz). 8.30 (IH, d. J = 8.4 Hz), 8.53 (IH, d, J = 2.4 Hz). 10.59. (IH. 
s). 

20 Ttm^mm. C„H„FN30,tbT 

tf^tt : C, 73.45; H. 5.48; N, 9.52. 
H^ii : C. 73.37; H. 5.36; N. 9.52. 
mM.'. 211-212'C {m^{mm:'mi:^^)V-z>^V':fVi\i}V:r.-T-M 

mm 14 

25 6-(4-^5';i/7xn;W-N-[2-(4-^;i'jJ^Un;i/^5";W-6-4^y UrijWnn 




wo 01/82925 PCT/JPOl/03614 




mmm 1 1 ® i ) rmz n- [2- a-^jits u -6-^ y u r-t ■ 

6 'H-NMR (DMSO-dg) 6 :2.39 (3H, s), 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, 
t, J = 4.5 Hz). 3.75 (2H. s), 7.36 (2H, d, J = 8.4 Hz), 7.62 (IH, d, J 
• = 8;4Hz). 8.01 (2H, m). 8.12 (3H, m). 8.31 (IH. d. J = 8.4 Hz), 8.42 
OH, dd, J = 8.4, 2.4 Hz), 8.52 (IH, d, J = 2.4 Hz), 9.23 (IH, d, J = 
2.4 Hz). 10.72 (IH, s). 
10 Ti^^^m C„H,8NA-0.5Hj0i:LT 
|f-3¥fit : C, 73. 95 ; H, 5. 98 : N. 1 2. 78. 
IIM:C. 73. 92; H.5.92; N, 13.01. • 

a.^ : 214-21 im^imm V t'p tf;i/x-x;u) 

15 N-[2-[(5^p^5";P75y)p^5^JW-6-4^y U:i;W [l,r-fcf7x:n;W-4-;d 




•H-NMR (DMSO-d,) 5 : 2. 23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d. J = 7.8 Hz), 7.88 (2H, d, J = 8.4 Hz). 7.96 (IH, d, J = 9.0 Hz), 8.04 
(IH. dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8.1 Hz). 8.29 (IH. d, J = 
8.4 Hz), 8.53 (IH, d, J = 2.1 Hz), 10.59 (IH, s). 
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ti-^ffir C, 78.71; H. 6.08; N, 11.02. 

78.44; H, 6.07; N. 11.01. 

m.^ : i9i-i94*c (f^^imm i^nx^^ju-i^-f v If jkx-r;p) 
5 mmmiG 



mmm e © i ) -vmc n- [2- c (n, n->?p< 9^;i/7 5 y ) ^ 5^; w -6-^ y u :=-M 

10 7-fehT5 Hi: 4'-7;i':ta If 7xr:;W;ij;WJi?>^^fflViT, *ii«ai6©2) 

'H-NMR (DMSO-dj) <5 : 2.23 (6H, s), 3.67 (2H, s), 7.35 (2H, m). 7.58 (IH, 
d. J = 8.4 Hz), 7.84 (4H, m), 7.96 (IH, d. J = 9.0 Hz). 8.04 (IH, dd, 
J = 9.0. 2.3 Hz), 8.12 (2H, d, J = 8.4 Hz), 8.28 (IH. d. J = 8.7 Hz). 
15 8.52 (IH. d, J = 2.3 Hz). 10.58 (IH. s). 

H-HMrC, 75.17; H, 5.55; N. 10.52. 
mSimiC, 74.89: H. 5.60; N, 10.52. 
m.^. : 205-208'C (HSffifb^ : l^mx5^;P- i^-f V^fU If JPX-x;i/) 

20 mmi^ 1 7 

N- [2- [(9^ j-)W 5 y ) ^ -6-4^ y u x;i/] -6- (4-y> xx;w - 



:il^?i|6© 1)-T?#fc N-[2-[(N.N-i?^5";P75 /)^^)V\-^-^J Ux;W 




N 



Me 
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'H-NMR (DMSO-dg) d : 2.23 (6H, s), 2.39 (3H. s), 3.67 (2H, s). 7.36 (2H. 
d, J = 8.1 Hz), 7.59 (IH, d, J = 8.4 Hz), 8.02 (2H, n), 8.12 (3H. .m), 
5 8.30 (IH, d, J = 8. 7 Hz), 8.42 (IH, dd, J = 8.4, 2. 4 Hz), 8.51 (IH. s), 
9.22 (IH, d, J = 2.4 Hz), 10.72 (IH, s). 

nW-m-.C, 75.73; H, 6.10; N, 14.13. 
mmm-.C, 75.44: H. 6.19; N, 14.12. 
10 mj^: 220-222-0 (i^S«ii : B^^X^^JU-i^-l'yt/PtfJUX-xJW 

4" p □-N-[2-[(2, s-v^^^^jwi-tra u jjt^^JW-a-*/ u - 

M [1, r -t:'7xn;i/]-4-*;UJl?^1^-5 H 

Me 

H 

15 1) ##«?i|5T#fcN-[2-(kHa^'>p^5^;W-6-^/U-;WT-fehT5 

\tt\^^vi^>^m v>T, mmm e<Di)t mmomi^^n^ z.t\z^y). 

N-[2-[(2, 5->^;<^;Wl-tfPU v^:i;W)p^5'JH-6-+/ U-;i/]7-fehT5 H 

'H-NMR (CDClj) 6 : 0.99 (6H, d. 6.0 Hz), 1.86 (4H, m). 2.24 (3H. s), 2.72 
20 (2H. m). 3.98 (2H. s), 7.53 (IH, dd, J = 2.2, 9.0 Hz), 7.69 (IH, d, J 
= 8.4 Hz), 7.80 (IH, br), 7.97 (IH, d, J = 9.0 Hz), 8.03 (IH, d, J = 8.4 

Hz), 8.29 (IH, s). 

2) 15131) -e#fcN-[2-[(2,5-v^5";M-t?PUi^n;W;<5";W-6- 

25 \z^y) . mmit-^^^mm^tvxmco 

FAB (pes) : 470.2CM+H3* 
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mmm r 9 • 

N-[2-[(2. 5-v;<5^;l/-l-t!nU vnjWp^^'jW-e-^y U-;W-4'-7;P:t 
p[i. r-t'7x-;W-4-;^j;U3j?:^^+f-$ H 



Me 




1 S O Drmc N-[2-[(2. 5-i^;<9";Wl-tf □ U i^:=.)V) 

FAB (pes) : 454.201+10^ 
^»J2 0 

N-[2-[(2, 5-$^^5^;i-i-t!p u $^n;p)^^;w-6-^/ U-;W [i, I'-e^ 



Me • 




mmm is© i n-[2-c(2. 5->^^5^ji/-i-if d u v'-jw ^^;w-6- 

FAB (pes) : 436.2[M+ffl* 

mmM2 1 

4-(4-^5^;P-i-if'^U >?n;i/)-N-[2-(i-tf D u i^:i;i/^5^;i/)-6-=^^y u n 
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mmm ? © i ) -vmc n- [2- (i-if □ u -s-^y u =.M7-^ h 

'H-NMR (DMSO-dg) 5 : 0.98 (3H. d, J = 6.4 Hz), 1.33 (2H, m). 1.59 (IH, 
6 in). 1.74 (2H, m), 1.8a (4H, m). 2.62 (4H, m), 2.86 (2H. m), 3.85 (2H, 
m), 3.94 (2H. s), 6.95 (2H, d, J = 9.0 Hz), 7.57 (IH, d,' I = 8.7 Hz), 
7.65 (IH, dd, J = 2.4, 8. 7 Hz), 7.81 (2H, d, J =9.0 Hz), 7.90 (IH, br), 
8.05 (IH, d. J = 8.7 Hz), 8.10 (IH. d. J = 8.7 Hz), 8.45 (IH. d. J = 2.4 
Hz). 

10 FAB(pos) : 429.3[M+H]* 

m^: 200-202*0 m^imm:^WiX^)V-i^^'JZfU}d)]^X-7-)V) 

mmm2 2 

15 

mum 7 0)1) -vmc n- [2- (i - tf d u >^^;i/ 5^; w -a-^ y u r-t: h 

'H-NMR (DMSO-d,) 6 : 1.84 (4H, m), 1.98 (4H, m). 2.62 (6H. nO. 3.70 (2H, 
20 m). 3.94 (2H. s), 7.38 (2H, d. J =. 8.4 Hz). 7.59 (IH, d, J = 8.4 Hz), 
7.68 (IH.. dd. J = 2.3. 9.0 Hz), 7.90 (2H. d, J = 8.4 Hz). 8.06 (IH, d, 
J = 9.0 Hz), 8.11 (IH, d, J = 8.4 Hz). 8.30 (IH, br), 8.45 (IH, d. J = 
2.3 Hz). 

FAB(pos) : 429.2W+H]* 

26 a^: 2io-2i2t: (iBl«ii:i^^x^;p-$?-fy>^nt!;l/x-x;i/) 

mmm2 3 

4' - ^ O P -N- [2- [ [ (2R, 6S) -2, 6- v ^ 5";U-1- tf ^ U V^HJ W ;< ^^W] -6-=^^ 
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/ U-JW [1. r-t:7x-;i/]-4-*JU3j<^iJ-5 K 




##^J 8 -e# s nfe 4' □ O -N- [2- a o ^ -6-=^ / U 
Jl/][l.l'-li7x:n;i/]-4-;i7;i/3)^^lJ-5 K (lOO ig, 0. 246 mmoDv (2R.6S)- 
5 2.6->f^5^;l/H^U>?>(0.331 ml, 2.46 mo\) tm^il^)^ A (61. 9 mg, 
0.491 mmol)©i?^5^;Wl'AT5 H(1.5 ml) 80'CT3I^F^8IJ^b 

-)it-(vzru\d)Vj:-y-}\.'vm}km»Lxmmi\:^^ (asmg) 

10 'H-NMR (DMSO-de) (5 : 1.01 (6H, d, J = 6.0 Hz), 1.29 (2H, m), 1.61 (4H. 
n), 2.52 (2H. m), 3.96 (2H, s), 7.59 (2H, d. J = 8. 4 Hz), 7.75 (IH. d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d. J = 8.4 Hz). 8.27 (IH. d, J = 8.4 Hz). 8.53 (IH. 
s), 10.61 (IH, s). 
FAB(pos) : 484[M+H3* 

mmm2 4 

4" D P-N-[2- [(4-^5^)1.-1- 1!^^ i?-:JP) ^5';W-6-^/ U :i 
M [1. i'-}dyx.:zM-A-ti)V^^-^s. K 




P^m 8 T# 6> n;fe 4' -i^ D n -N- [2- (^ p n -6-^ y U :n 

'H-NMR (DMSO-de) 6 : 2.16 (3H. s), 2. 35-2. 50 (8H, m), 3.73 (2H, s). 7.58 
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(3H. m). 7.82 (2H. d, J.= 8.4 Hz). 7.89 (2H. J = 8.4 Hz), 7.96 (IH, 
d. J = 9.0 Hz). 8.04 (IH, nO, 8.13 (2H. d. J = 8.4 Hz), 8.29 (IH. d. J 
= 8.7 Hz), 8.53 (IH. s). 10.61 (IH, s). 
FAB(pos) : 471.201+41* 

5 m^: 215'c (m) (f^^mm:mmx.^}v-i^^v^u}d)VJi-^ 

4* U D-N-[2-[(2-^5^;P-4, Fa-IH-T 5 W-JWl-^JW^^" 

[1, 1'-if 7x-;W-4-:^j;W7HW^ H 

Me 




10 

8 T #6)nfc 4* -^^ P n-N-[2-(^57 p p U :^ 

;w][i,i'-if7x:i;W-4-;5j;i'3j^=t^iJ-5 H^fflv^T. mMm2 3tmU(Dm^ 

'H-NMR.a)MSO-de) 5 :1.97 (3H, s), 3.21 (2H, t, J = 9.0 Hz), 3.52 (2H, 
15 t. J = 9.0 Hz), 4.56 (2H, s), 7.46 (IH, d, I = 8.4 Hz), 7.58 (2H, d, I 
= 8.4 Hz). 7.82 (2H. d. J = 8.4 Hz). 7.89 (2H, d. I = 8.4 Hz), 7.97 (IH. 
d, J = 9.0 Hz). 8.07 (IH. dd. J = 9.0. 2.1Hz). 8.13 (2H, d. J = 8.4 Hz). 
8.34 (IH, d, J = 8.4 Hz), 8.56 (IH, d, J = 2.1 Hz), 10.63 (IH, s). 
FAB(pos) : 455 [M+H]* 

20 mmM2 6 

4* D p-N- [2-0. 3-5^7 i/u i?>-3-r;u;<5"JW-6-=^^y u [1, r - 

tf7xn;W-4-:^7;W:ii^^i5-^ K 

0 
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##«s| 8 T# e. ni'^c 4' -i^ a D-N- [2- n n ^ ^jid -6-^ y u n 

;w[i.i'-tf7xn;w-4-*;i.5j?:^^i?-5 K^fflv^r. mmm2 3tmu0mi^ 

'H-NMR (DMSO-dj) <5 : 2.94 (2H, t, J = 6.0 Hz), 3.12 (2H, t, J = 6.0 Hz), 
5 3.78 (2H. s). 4.09 (2H, s), 7.58 (2H, d, J = 8.6 Hz), 7.70 (IH, d, J = 
8.0 Hz), 7.83 (2H, d, J = 8.4 Hz). 7.89 (2H, d, J = 8.4 Hz), 8.00 (2H, 
m), 8.14 (2H, d, J = 8.6 Hz), 8.34 (IH, d, J = 8.8 Hz), 8.56 (IH, s), 
10.63 (IH, s). 
FAB(pos) : 460 [M+H]* 

10 mmm2 7 

4' -i^a P-N-[2-[(2. 2, 6. 6-7^ h^^^^JWl-lf'^U :^^}V]~6-^ 
y U n;w [1. r x:=iJW-4-:i{7;i/Jl?^i5-$ H 




8 T# e. nfc 4' -i? n D -N- [2- o o ^ ^jv) -^-^ j^):=. 

15 ;i/][i.i'-if7xn;w-4-:^;i/7K^iJ-5 )^^m^x.^mm2Ztnn(Dmw 

'H-NMR (DMSO-d,) 5 : 1.02 (12H, s). 1.56 (6H, m), 4.01 (2H. s), 7.59 (2H, 
d. J = 8.4 Hz), 7.90 (6H. m). 7.99 (IH. m). 8.13 (2H. d. J = 8.0 Hz), 
8.27 (IH. d, J = 8.8 Hz), 8.51 (IH, s). 10.59 (IH, s). 
20 FAB(pos) : 512 W+H]* 

%mm2 8 

4' -^^7 □ o-N- [2- [[4- (2- tf U v-JW -1- tf ^ ^ i?:=.)V] y -6-^ ^ U 

[1. r -ii7xnjW-4-:i>;i/jjN'+ij-5 K 



wo 01/82925 



121 



PCT/JPOl/03614 




H 



cr ^ 

. 8 T# 6 tlfc 4' -i^ P D -N- [2- n O -6-:^^ / U - 

5 'H-NMR (DMSO-d,) 5 : 2.36 (4H, m). 3.31 (4H. m), 3,60 (2H, s). 6.43 (IH, 
m), 6.61 (IH, d. J = 8.8 Hz), 7.32-7.48 (4H, m), 7.60-7.71 (4H. n). 
7.75-7.95 (5H, m). 8.11 (IH, d, J = 8.4 Hz), 8.36 (IH, s), 10.42 (IH, 
s). 

FAB(pos) : 534 [M+H]' • • 

10 mmm2 9 

4'-i7DD-N-[2-[[4-(2-;?c^;i/7x:::;W-l-fc;^U i^xiJW :>^5";W-6-^ 
J U -JW [1. r -^y x-;W-4-:«jJl'si?^lJ-s K 



8 T#e>nfe 4' □ p-N-[2-(^ o p >^5";W-6-^y U :i 
15 ;w [1, r-if7x^;w-4-;i!j;i/Ji?4^-iJ-5 H?£fflViT, ^«iS^il2 3 tmU(^^ 

'H-NMR (DMSO-d«) d : 1.71 (4H. m), 2.23 (3H, m), 2.31 (3H. s). 2.97 (2H, 
m). 3.80 (2H, s). 7.08-7.24 (4H, m). 7.59 (2H. d. J =8. 4 Hz). 7.67 (IH. 
d, I = 8.8 Hz). 7.83 (2H. d, J = 8.4 Hz), 7.90 (2H. d. J = 8.4 Hz). 8.03 
20 (2H. m). 8.14 (2H, d, J = 8.4 Hz), 8.32 (IH. d. I = 8. 4 Hz). 8.55 (IH. 
s), 10.63 (IH. s). 
FAB(pos) : 546 [M+H]' 

mmms o 

4'-^ PP-N-[2-[[4-(3-^5";i'7xn;W-l-lf^U >^-JW^5";P]-6-^ 
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CI- 




Me 



##^J 8 T# tlfc 4' □ U-N- [2- D D ^ -6-^ y U - 

5 ^fi^aciifcJ:^. ^M^b^«b^li^«»*tbT#fc. 



m), 3.57 (2H, s), 7.06 (4H, m), 7.59 (3H, m), 7.82 (4H, m), 8.02 (2H, 
m), 8.12 (2H. d, J = 8.4 Hz), 8.35 (IH, m), 8.54 (IH, s), 10.61 (IH. s). 

FAB(pos) : .546 [M+H]^ 



4' -i; P P-N-[2-[[4-(4-^5^JP7xn;W-l-tr^U v?-JW ;<5^;W-6-=¥ 

y [1, r-t* 7x-;w-4-;«j;i/3i^^-y-5 h* 



8 T# e. n:/s: 4' d p-n- k- (^5' a □ >i -a-^y u n 

15 M [1, r-br7xn;W-4-;jfj;i/3i?^iJ-5 H^^fflV^T, lli£«^2 3 hM^d^m^ 

'H-NMR (DMSO-dg) 5 : 1.71 (4H, m), 2.20 (3H. m), 2.26 (3H, s), 2.96 (2H, 
m), 3.78 (2H, s), 7.12 (4H, m). 7.61 (3H, m), 7.83 (2H, d, J = 8.6 Hz), 
7.90 (2H, d, J = 8.6 Hz), 8.03 (2H, nO, 8.14 (2H, d, J = 8.2 Hz), 8.31 
20 (IH, d, J = 8.4 Hz), 8.55 (IH, s), 10.63 (IH, s). 
FAB(pos) : 546[M+H]* 

^mm 3 2 

6^-0 D P-N-[2-[(2-7xn;i/-4, 5->?k FP-lH-f 5 iS^lZ-Jlz-l-f 

J-M-^-^J U-JW [1, r-t*7xnji/]-4-:!tj;i/3i^4^U-5 H 



'H-NMR (DMSO-dg) 5 : 1.71 (4H. m), 2.20 (3H, m), 2.27 (3H, s), 2.97 (2H, 



10 



mm 3 1 
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CI- 




8 -e# e. ntc a' □ p-n- [2- (^^ d d ^ -e-^y u - 

5 'H-NMR (DMSO-de) 5 : 3.46 (2H, in). 3.82 (2H. m). 4.51 (2H. s), 7.48 (3H, 

m). 7.61 (4H, s), 7.79-8.16 (9H. nO, 8.36 (IH. d, I = 8. 8 Hz). 8.58 (IH, 
d, J = 1.8 Hz). 10.65 (IH, s). 
FAB (pes) : 517[M+H]* 

.0 i'-if U P-N-[2-(3.4-v't: Ho-1 (W-^J Un;i/^5";i/)-6-^>' U:^ 
;i/3 [1. 1- -tr7x:n;W-4-:*;Jl/3t?=^^l5-5 H 



mmi 8 -e# ^ tifc 4' D p-N- [2- (i7 D a ^ -e-^ 

'H-NMR (DMSO-dj) 6 ; 2.00 (2H, m), 2.79 (2H, m), 3.55 (2H, m), 4.70 (2H, 

s). 6.47 (2H, m). 6.82-6.94 (2H. m). 7.38 (IH, d, J = 8. 4 Hz), 7.58 (2H, 

d, I = 8.4 Hz), 7.83 (2H, d, I = 8.4 Hz). 7.89 (2H, d, I = 8.4 Hz), 8.01 

(2H. m). 8.13 (2H, d, I = 8.4 Hz), 8.27 (IH. d, I = 8.4 Hz), 8.55 (IH. 
20 d. J = 1.8 Hz), 10.63 (IH, s). 
FAB (pes) : 504 [M+H]* 
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mmmz 4 

4'-^Dn-N-[2-(3,4->'k HD-2(lH)-ry:^^y Un;i/^ 5=^)0-6-^^7 U 
z:M [1. r-fcf7x-;u]-4-:^j;i/5j^=^^it^ H 



6 ^mm 8 T#e.nfc 4* -i' d a-N-[2-(^ p p /^^jw-e-^^^y u ' . 

M [1. r -lf7xri;W-4-;^;|.:4?:^r1^-S K^fflViT, 2 3 t |^il®^f^ 

'H-NMR (DMSO-dg) 5 : 2. 77-2. 83 (4H, m), 3.64 (2H, s), 3.93 (2H. s). 
7.03-7.11 (4H, i). 7.57 (2H, d, J = 8.8 Hz). 7.64 (IH, d, J = 8.4 Hz), 
10 7.82 (2H, d, J = 8.8 Hz), 7.88 (2H, d. J = 8.4 Hz). 8.01 (2H, m). 8.12 
(2H. d. J = 8.4 Hz), 8.30 (IH, d, I = 8.4 Hz). 8.54 (IH. s), 10.62 (IE, 
s). . 

■FAB(pos) : 504CM+H]* 

mmm 3 5 

15 4' P □-N-[2-(2. 3-5^t H P-lH-f > )V;^^M-6-^y U 

[1. 1' -tf 7x-;W-4-:?j;i/jj^^i^-5 H 



P^m 8 T# e. nfe 4' - n n -N- [2- p p -6-^ y u n 
• ;w [1. i'-e7x-;w-4-;^j;i/4?^+i-5 HSr^v^T. mmm2 3 tmmomi^ 

'H-NMR (DMSO-dj) 6 : 2.96 (2H. m), 3.43 (2H, i). 4.53 (2H. s), 6.61 (2H, 
m). 6.95-7.09 (2H, m), 7.57 (3H. m), 7.83 (2H, d. J = 8. 8 Hz), 7.89 (2H, 
d, I = 8.8 Hz), 8.02 (2H, m). 8.13 (2H, d. J = 8.4 Hz), 8.32 (lH.-d, J 
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= 8.8 Hz). 8.55 (IH. d. I = 2.2 Hz). 10.63 (IH. s). 
FAB(pos) : 490[M+H]* 

4'-^pp-N-[2-(iH-'i' s.^v-)v-i-^)v^'^)V)-6-^y [1. r- 

5 If 7xn;W-4-;i!j;U:!}^^li-^ K 




8 T#6nfc.4' □ P-N-[2-(^ □ P ^5^;W-6-4^/ U - 

10 'H-NMR (DMSO-dg) 6 : 5.49 (2H. s). 6.96 (IH. s), 7.28 (2H, m), 7.58 (3H, 
m). 7.82 (2H. d, J = 8.4 Hz). 7.89 (2H. d. I = 8.4 Hz). 8.01 (2H, m). 
8.12 (2H. d. I = 8.6 Hz). 8.35 (IH. d. I = 8.4 Hz). 8.57 (IH. d, J = 2.2 
Hz), 10.65 (IH, s). 
FAB(pos) : 439 

15 mmmsi 

4' p p -N- [2- [ (4-7 xn;i/-i- tf ^ ^ >?-;i') ^ -6-^ y u :i 

M [1, 1' -Ey aL=-M-4-tfM^^S. H 




a' 

8 T# e. nfc 4' p p-N- [2- (^ p p ^^;w-6-^/ u :i 

20 ;W [1. i'-t:7xri;W-4-;^j;i//|^:^ii-5 H^ffiv^T, 111101)2 3 tnuomi^ 

'H-NMR (DMSO-dj) 6 :2.62 (4H. m). 3.17 (4H, m), 3.82 (2H, s), 6.78 (IH, 
m). 6.93 (2H, d. I = 7.8 Hz). 7.20 (2H. m). 7.58 (2H. d. J = 8.8 Hz). 
7.69 (IH. d, J = 8.8 Hz). 7.83 (2H. d, J = 8. 8 Hz), 7.89 (2H. d. J = 8.6 
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Hz), 8.01 (2H, m), 8.14 (2H. d. I = 8.6 Hz), 8.32 (IH, d. J = 8.6 Hz), 
8.56 (IH, d, J = 1.8 Hz), 10.63 (IH, s). 

FAB(pos) : 533 [M+H]' 

mmmss 

4-(4-7;i^:ta7x-;W-N-[2-(i-tf p U i?n;M5";0-6-^y ^):=.M- 



9 l^mtc 2-(l-bf □ U U n;i/7$ > (500 mg, 



10 nl)fc^ 3>K?&T> 4--hn7xr:;V^PO*;i/;pt-h (488 mg. 2.42iniDol)S 

(11 ml) ^MPitco mUT. mWl^m^^ 4-(4-7;W:e-a7xnJW t!^U>^> 
mMM (569 mg, 2. 64 mmol). 4 ^^*^{h;:^ h U ^ AtK^IS (0. 66 ml) 

Di^S(U, i^^x5";i.-$^'f yyDtf;!^!-^;!/)^*?)^^^^^^! (612 mg) 

'H-NMR (DMSO-dg) d 1.57 (2H. m), 1.64 (4H, m), 1.82 (2H, m), 2.50 (4H, 
m), 2.79 (IH, m). 2.92 (2H. m). 3.81 (2H, s), 4.34 (2H. m), 7.12 (2H, 
20 m), 7.31 (2H, ra). 7.51 (IH, d, J = 8.4 Hz), 7.82 (2H, s-like). 8.07 (IH, 
s). 8.14 (IH, d, J = 8.4 Hz), 8.83 (IH. s). 
FAB (pes) : 433.2EM+H]* 

: 206-207'C (B^m% : W^Ji^)V-i^-( V^U h!;WX-x;0 

26 4-7x::i;i/-N-[2-(l-lf D U i^-;V'^5"jl')-6-^y UXJl/]-l-tf^Ui>> 




2.2 mmol) ttfUv^> (0.356 ml. 4.4 mmol)©^ l-7k Ha77>^^ (11 
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10 



16 



•H-NMR (DMSO-d.) d : 1.59-1.85 (8H, m), 2.50 (4H. m), 2.73 (IH, m), 2.89 
(2H, 10). 3.81 (2H. s). 4.33 (2H. m), 7.20-7.34 (5H, m). 7.51 (IH, d. J 
= 8.4 Hz). 7.82 (2H. s-like). 8.07 (IH, s), 8.14 (IH, d, I = 8.4 Hz). 
8.83 (IH. s). 
FAB(pos) : 415.3EM+H3' 

MM: 187-189*C (i^SIt;^^ : B^^X5^;i/->?'f V:/ok>x-r;0 
4_(4_^ PO7x;::;0-N-[2-(l-tfD U z^=^)V^^)V)-6-^y U-;W-1- 



#%^J 9 -VWc 2-(i-h!n U i^n;M5^;W-6-=^7 U -;i.75 >^fflViT. 

'H-NMR (DMSO-ds) 6 1.58 (2H. m). 1.72 (4H. m). 1.80 (2H. m). 2.50 (4H. 
m). 2.79 (IH, m), 2.92 (2H. m), 3.82 (2H. s), 4.33 (2H, m). 7.34 (4H. 
m), 7.51 (IH. d. J = 8.4Hz), 7.82 (2H. s-like), 8.07 (IH. s), 8.14 (IH. 
d. J = 8.4 Hz). 8.85 (IH, s). 
FAB(pos) : 449.2[M+H3^ 

MM : 205-0 (^m (mmmm mmx^}v- $^-r y :/p if ;px-x 




wo 01/82925 



128 



PCT/JPOl/03614 



mmm4 1 



- 5 #%^J 9 T#fc 2-(i-t!n u >'n;p;<^;i/)-6-^y •Jn;i/T5 >^m\r^X. 

'H-NMR (DMSO-d,) 6 : 1.55 (2H, m). 1.72 (4H, m), 1.78 (2H. m). 2.27 (3H-, 
s). 2.50 (4H, m). 2.72 (IH. m), 2.91 (2H. m), 3.81 (2H, s), 4.^2 (2H, 
10 b). 7.13 (4H. m). 7.51 (IH. d, I = 8.4 Hz). 7.82 (2H. s-like), 8.08 (IH, 
s). 8.14 (IH. d, J = 8.4 Hz). 8.84 (IH. s). 
FAB(pos) : 429.3[M+H]* 

m^. : 214-216'c (^^^mm : mmx^)\^—y^ v-zfu \l)\,^-^)V) 

15 ■ 6-(4-^ h^S/7xn;i/)-N-[2-(l-tf D U v'r:jl/p^5^;W-6-^^r>' y 



%mm 7(Di )rmz N-[2-(i-tfD u >>n;M5^;W-6-^/ U y-t h 

20 tl^^im*i:bT#fco 

'H-NMR (DMSO-d.) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (5H, s-Iike), 7.10 
(2H, d, J = 9.0 Hz), 7.59 (IH. d, J = 8.7 Hz). 7.98 (2H. m), 8.11 (IH, 
d. J = 8.4 Hz). 8.18 (2H. d, J = 8.7 Hz), 8.29 (IH. d. J = 9.0 Hz), 8.40 
(IH, d, J = 8.4 Hz). 8.51 (IH. s), 9.20 (IH. s). 10.71 (IH. s). 
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FAB (pes) : 439.2DII+H]* 

N-[2-(i-tro u i^-;M5^;w-6-^y U -^^M W, i' -tf7x-;i/]-4-*;i' 



7 <r> N-[2-(i-tf a u i>-;i/p^5^;i/)-6-^/ »J -;i/]T-lr h 

7SH5rfflViT, lliS0y6©2) tl^iliCD^^Srff 5 ^{b-& 
10 i^Siife*»*tUT#:fc. 

'H-NMR (DMSO-dg) 5 : 1.73 (4H, m). 2.50 (4H, m). 3.85 (2H. s). 7.50 (4H, 
m), 7.78 (2H. d, J = 8.1 Hz). 7.88 (2H, d, J = 8.1 Hz). 8.02 (2H. m). 
8.12 (2H, d. J = 8.1 Hz), 8.28 (IH. d. J = 8.7Hz), 8.53 (IH. d, J = 2.0 
Hz), 10.60 (IH, s). 
15 FAB(pos) : 408.2[M+H]* 

Sll,^^ : 181-183t: : fi^i!X5^;i/- j^-f V^Xi l^;i/X-x;0 

6- (4-^ uuv xxju) -N- [2- (1- tr □ U ^?x;w/ U x;H xn 



mmm ? © i ) n- [2- (1- h o u 5^>>w -e-^ / u T-t b 

'H-NMR (DMSO-dP 6 : 1.73 (4H, m). 2.50 (4H. m). 3.85 (2H. s), 7.61 (3H. 




20 
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m), 8.01 (2H. m), 8.28 (4H, m), 8.48 (2H. m). 9.25 ClH, d, I = 2.2 Hz), 

10.76 (IH, s). 

FAB (pes) : 443.2[M+H]* 

gli;^ : 225-227t: mMitmm : II^X5^;P->?'f Vfu tr;l/X— rJ0 
5 ^MM4 5 

6-(4-7;i/:tn 7x-;W-N-[2-(i-trD u i^:=^)V^'^}V)-^-^y U:i;W- 



mmm ? ® i > n- [2- (i- if d U >?-;i/pt -6-4^ / U 7^ h 

10 75H<^ffiv>T> iij(i^6©2) tmu(Dmw^mct\z^r). sa^b-^ 

'H-NMR (DMSO-dj) 5 : 1.73 (4H, m). 2.50 (4H, m), 3.86 (2H, s), 7.39 (2H, 
n), 7.60 (IH, d, J = 8.4 Hz). 8.01 (2H, m), 8.19 (IH, d, J = 8.4 Hz), 
8.28 (3H, m), 8.45 (IH, dd. J = 8.4. 2.1 Hz), 8.51 (IH, d, J = 1.7 Hz), 
15 9.24 (IH. d, J = 2.0 Hz), 10.75 (IH, s). 
FAB (pes) : 427.2EM+H]* 

6-(4-;^5^;P7xr:;W-N-[2-(l-t!D U >^-;M5^;W-6-=^^>' Un;W-3 
20 ^'yys. H 



mmm 7 ® i)T#fc N-[2-(i-ifD u >>=-jv;^^M-6-^y o=^M7± h 




N 
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10 



15 



'H-NMR (DMSO-ds) 5 : 1.73 (4H, m). 2.39 (3H. s), 2.50 (4H. m). 3.86 (2H. 
s), 7.36 (2H, d. J = 8.1 Hz). 7.59 (IH, d. J = 8.4 Hz). 8.01 (2H, m), 
8.13 (3H, m), 8.29 (IH, d, J = 8.4 Hz). 8.42 (IH. dd. J = 8.4, 2.2 Hz). 
8.51 (IH, d. I = 2.0 Hz). 9.22 (IH. d. J = 2.2 Hz). 10.73(1H. s). 
FAB(pos) : 423.201+H]' 

Mj^: 207-20913 immm:mWtX^)V-P-(V'fx:i\d)VX-7')V) 

4' D n-N- [2- [ [4- (4-7 )VtU^>'M )V) -1- tT^ U ^ =^)V\ - 

^-^j \)-)V\ [1. i"-tf7xn;W-4-:^3;i/jJ^^-9-5 H 



8 T# e> nfc 4' o D -N- [2- (^ d o ^}V) -e-^ / u - 
;H[i.i'-tf7xn;w-4-:^7;WJl?^iJ-5 K^fflv^T, %mm2 z tmU(r>Wk^ 

'H-NMR (DMSO-dg) 8 : 1.76 (4H. m), 2.28 (2H, m), 2.89 (2H. m), 3.40 (IH. 
m). 3.79 (2H. s). 7.37 (2H. i). 7.62 (3H, m), 7.83 (2H. d, J = 8.4 Hz). 
7.90 (2H, d. J = 8.4 Hz), 8.03-8-14 (6H, m), 8.31 (IH. d. J = 8.6 Hz). 
8.55 (IH. s), 10.63 (IH. s). 
FAB(pos) : 578 [M+H]* 

4' o P-N- [2- [ [4-(4-^ uu^>'M ;!/)-!- 1!^ U P::^M p<5^;W -6- 

+y u-;w [1. i'-b*7x-;w-4-;^j;i/3}?=^^iJ-$ H 



8 T# e> nfc 4' - ^ p P-N- [2- (^ o P ^ -s-^j u n 
jw [1. i'-bf7xr.;n-4-;tj;P4^^ii-5 HSrfflv^T, 3 trnmo^m^^ 




CI 
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'H-NMR (DMSO-dg) 5 : 1.77 (4H, m), 2.28 (2H, m), 2.90 (2H, m), 3.45 (IH, 
m). 3.79 (2H, s), 7.62 (5H. dO. 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, 
J = 8.4 Hz), 8.03 (4H, m), 8.14 (2H, d, J = 8.2 Hz). 8.31 OH. d. J = 
5 8.4 Hz). 8.54 (IH. s). 10.63 (IH. s). 
FABCpos) : 594CM+H]* 

4' D D -N- [2- [ 5^;PTn u y ) ^ -q-^j U =.m [i , i ' - tf 7 x 
::iJW-4-:«j;i/4^+lJ-S H 

n 



10 




IT- " 

cr 

##^8T#e.nfc 4'-t?DD-N-[2-(i7D0^5";i/)-6-^/ U::i 

M [1, 1'-h* 7xz:;n-4-;«7;i'3j?^-t>-5 F<&fflViT> mmm2 3 tmmomi^ 

'H-NMR (DMSO-d,) 6 : 3.17 (3H. s), 4.80 (2H. s). 6.62 (IH. m), 6.76 (2H, 
15 d. J = 8.0 Hz), 7.15 (2H. m), 8.30 (IH, d. J = 8.8 Hz), 7.59 (2H, d, J 
= 8.4 Hz), 7.83 (2H, d. J = 8.4 Hz). 7.90 (2H, d, J = 8.4 Hz), 7.96 (2H, 
m). 8.13 (2H. d. J = 8.4 Hz), 8.27 (IH, d, J = 8.6 Hz), 8.55 (IH. s). 
10.63 (IH, s). 
FAB(pos) : 478 [M+H]^ 

20 mmm 5 0 

U:n;p] [1. 1' -if7xn;i/]-4-;^j;^:^^iJ-5 H 
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'H-NMR (DMSO-de) 5 ; 1.39 (IH. s). 1.73 (3H, m). 2.23 (2H. m). 2.91 (2H. 
6 m). 3.63 (IH. m), 3.78 (2H. s). 7.31 (2H. nO. 7.58 (3H, m), 7.86 (4H. 
m), 8.01 (4H, i), 8.13 (2H. d, J = 8.4 Hz). 8.25 (IH. d. J = 8.2 Hz). 
8.54 (IH, s), 10.61 (IH, s). 
FAB(pos) : 578 [M+H]' 

Lo 4'-i^Da-N-[2-[(4-7xr:;Wl-tf^Ui^:=:;W^5^>'W-6-^^ 'J- 
M [1, 1* -tf7x::i;W-4-:^7;i/7j^^1^-5 H 



mm 8 nn^tlft 4' U D-N-[2-(^ D Dpt^;W-6-^7 U en 

M [1. i'-t*7xn;n-4-:^7ji'3j^^iJ-s H&fflViT^ mmi2 3 tmu(Dmf¥ 

' 'H-NMR (DMSO-dj) d : 1.74 (4H. m), 2.20 (2H,'ni). 2.52 (IH. i), 2.97 (2H. 
m). 3.79 (2H. s); 7.27 (5H, m). 7.58 (2H, d,. J = 8.4 Hz). 7.69 (IH. d. 
J = 8.4 Hz). 7.83 (2H, d. J = 8.8 Hz). 7.89 (2H. d. J = 8.4 Hz). 8.00 
(2H. m). 8.14 (2H, d. J = 8.8 Hz). 8.31 (IH. d. J = 8.4Hz). 8.54 (IH. 

20 d, J ='1.8 Hz). 10.62 (IH. s). 
FAB(pos) : 532 [M+H]* 

mmm5 2 

l-(4-^OP7xnJW-N-[2-(l-t!P U 0=.M-4- 
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a- 



5 'H-NMR OMJSO-d,) 5 : 1.73 (4H, m). 1. 89 (4H, m), 2. 50 (5H. m), 2.75 (2H. 
m), 3.76 (2H, m), 3.83 (2H. s), 6.99 (2H. d. J = 9.0 Hz). 7.24 (2H, d, 
J = 9.0 Hz), 7.55 (IH. d, J = 8.8 Hz). 7.77 (IH, dd, I = 8.8, 2.2 Hz), 
7.90 (IH, d, J = 8.8 Hz), 8.21 (IH, d. J = 8.8 Hz), 8.38 (IH, d, J = 2. 2 
Hz), 10.26 (IH, s). 
10 FAB(pos) : 449[M+H]' 

: 204-206t: i^^mm : mMx^Jl^-i^^ Vfa lf;i/X— rJW 
^%^5 3 

N- [2- [ (2-^>>^;P-4, 5-i? h H n-lH-r 5 ^V-JV-l-^ )V) 
J U -4' D p [1 , r - tf 7 xr:;i/] -4-* 5 H 



##^J 8 6 nfc 4" -^^7 D D-N- [2- (^ P a ^ "fM -6-+ y U n 
jp][i,i'-if7x-;W-4-:^;i/ji?^iJ-5 HSfflViT> U%m2Z mm.<J^^'(^ 

'H-NMR (DMSO-dj) d :3.22 (2H, m), 3.60 (2H. m), 3.75 (2H, s), 4.51 (2H, 
20 s), 7.17-7.,33 (6H, m), 7.57 (2H, d, I = 8.4 Hz), 7.82 (2H, d, J = 8.4 
Hz), 7.88 (2H, d, I = 8.4 Hz), 7.99 (2H, m), 8.12 (2H, d, J = 8.4 Hz), 
8.25 (IH, d, J = 9.0 Hz), 8.53 (IH, s), 10.62 (IH, s). 



15 
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FAB (pes) : 53101+10* 

. N-[2-(i-tr^u p=.)V;<^}i')-6-^y u-;w [1. r -tf 7x-;i/]-4-;^;;p 




1) #3^«f!|51?#ifcN-[2-(tHa^'>^5^JW-6-^/U-;W7'thT5 

H t tf ^ u i>'>^ffl viT> HiSi^ii 6 © 1 ) tmucDmi^^n"^ ^ t\c^ n > 

N- [2- (1 - 1: ^ U >^::i;Vp^ W -6-+ / U =.)V\ 7-fe h 7 S H &#fco 

'H-NMR (CDCl,) 5 : 1.38-1.70 (6H. m). 2.24 (3H, s), 2. 38-2. 53 (4H. m). 
10 3.76 (2H. s), 7.52 (IH. dd, J = 2.6, 9.2 Hz). 7.63 (IH, d. I = 8.4 Hz). 

7.67 (IH. br). 7.99 (IH, d, J = 9.2 Hz). 8.07 (IH, d. J = 8. 4 Hz). 8.31 

(IH. d, I = 2.6 Hz). 

Ttmmm C„H„N,O-0.25H,O tLT . 
th^ii : C. 70.93; H, 7.53; N, 14.60. 
15 IIM:C. 71.06; H, 7.37; N. 14.62. 

gi!.^ : 182-184'c {m^mm : W^S.^)V~xi-^^-^y) 

2) ItflBl) T#fcN-[2-(l-bf^Ui?::::;V^5^;W-6-^y U::iJW7-feh 
75 K (4.5g, \^mo\)tmmk (70 ml) ^ IIOIDT m^filJ^tfe. W% 

%'.Wm:r,^)V) fc<i;O^Mb, 6-75y-2-(l-t!^U>^njM5'JP)^yU- 

y (3.4g) ^mmnivxmco 

'H-NMR (CDCI3) (5 : 1.37-1.68 (6H,. m). 2.39-2.55 (4H, m). 3.72 (2H, s), 
25 3.91 (2H, br). 6.89 (IH. d. I = 2.6 Hz). 7.12 (IH. dd. I = 2.6 and 8.8 
Hz). 7.51 (IH. d. I = 8.4 Hz). 7.86 (IH. d. I = 8.4 Hz). 7.87 (IH. d. 
J = 8.8 Hz). 
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3) if|32)T#fc 6-75 y-2-(l-tf^Uy-;M^;W^yU> (250 
mg, 1 nmol), }£yx.-)V^)V^>m (220 ig, l.lnimol) t-y^'^JVT^J 
tfU>'> (150 mg. 1.2 miDol)^N.N-i^^5";P7f:;PATS H(8 mOM^L, 
^If^y. WSC (230 mg, L2mmol) SJn^. mWV 1 smmW^hTco R 

mmu mm7!)^^^^ihh. mm^t^m (335 mg) ^im^ige-iss'ccD^feif- 

10 'H-NMR (CDClj) <5 : 1.38-1.76 (6H, m). 2.43-2.56 (4H, m), 3.78 (2H, s). 
7.38-7.56 (3H, m), 7.59-7.81 (6H, m), 7.96-8.18 (5H, m), 8.49 (IH, d. 
J = 2.2 Hz). 

Ttm^^m CtsHjTNaO • 0. 5H,0 t VX 
W-M.-C, 78.11; H, 6.56; N, 9.76. 
15 m^^:C, 78.48; H, 6.31; N, 10.00. 

4'-^5^;u-N-[2-(i-tr^ue?r:;M^;w-6-^y u^pjwd, r-tf^xr: 



20 mmm 5 402)xmc e-r^ y-2-(i-tf^u >^n;p^^;i/)^y u >^ffl 

'H-NMR (CDCls) a : 1.38-1.70 (6H, m), 2.39-2. 56 (7H, m), 3.79 (2H. s). 
7.30 (2H, d, J = 7.6 Hz), 7; 56 (2H, d. J = 7.6 Hz), 7.63-7.78 (4H, m), 
25 7. 95-8.07 (5H, m), 8.49 (IH, d, J = 1.8 Hz). 
TtM^^m C29H„N30 - 0. 25H,Oi:bT 
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tf-MrC. 79.15; H, 6.76; N,9.55. 

^mm-. C. 79.38; H, 6.88; N, 9.73. 

ii!^.: 198-200*0 (B^mmimmx^M 




10 m^tvxmco 

'H-NHR (CDCI3) 5 : 1.38-1.85 (6H. m), 2.41-2.56 (4H. m), 3.78 (2H. s), 
3.88 (3H. s). 7.02 (2H. d. J = 8. 8 Hz), 7.54-7.66 (6H. m), 7.93-8.20 (5H. 
m), 8.49 (IH. d, J = 2.2 Hz). 
Ttmmm C,A9N30j-0.25HjOi:bT 
15 ti-^tt: C. 76.38; H. 6.52; N, 9.21. 
mSk^:C. 76.21; H. 6.38; N. 9.32. 

6-(4-^ PD7x-;i/)-N-[2-(i-H^»J ^:=.)V)f^^)V)-^-^y ij^M^n 
20 ^>7^ H 




mmm5 4<D2)'vnft 6-T5y-2-(i-t:Aus?njp^^;p)+/ u y^m 
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'H-NMR- (CDCJ3) 6 : 1.38-1.80 (6H, m), 2.38-2.58 (4H, m). 3.78 (2H. s), 
7.48 (2H» d, J = 8.4 Hz), 7.62-7.75 (2H, m), 7.84 (IH. d, J = 8.0 Hz), 
7.96-8.18 (4H, 1). 8.24 (IH, br). 8.31 (IH, dd, J = 2. 2, 8.4 Hz), 8.45 
(IH. d, J = 2.2 Hz), 9.20 (IH. d, J = 1.4 Hz). 
5 Ttm^^m C„H„C1N,0-0.5H,0 tLT 

W-^ffi:C, 69.59; H. 5.62; N, 12.02. 

^M:C, 69. 33; H. 5.52; N, 12.08. 

iii;^: 215-218^: (^>^) m^mm : mm:r.^)V) 
mmm 5 s 

10 6- (4-p^ ^)Vy x:-;i/) -n- [2- (1- tf ^ U -6-^7 U - □ 




mmm 5 4© 2)t#:/s: 6-75y-2-(i-i^^u u >^m 

15 mmtbxmco 

'H-NMR (CDCl,) 6 : 1.38-1.80 (6H, m). 2.40-2.56 (7H, id), 3.79 (2H, s), 
7.33 (2H, d, J = 8.4 Hz), 7.63-7.74 (2H, m). 7.86 (IH, d, J = 8.0 Hz), 
7.93-8.19 (5H, m). 8.29 (IH, dd, J = 2.2, 8. 4 Hz), 8.46 (IH, d, J = 2.2 
Hz). 9.19 (IH, d, J = 2.2 Hz). 
20 m.^ : 206-207TC (^M) (BBimm : WMx^JV) 
FAB(pos) : 437[M+H]* 

mmm 5 9 

6-(4-7;P:^-n 7xr:;W-N-[2-(l-tf^U S?-;i/;p(5";|/)-6-=^y U 
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F 



mmm 5 4 cd 2 ) mft 6-7 $ y -2- (i- e ^ u ^ 7 u > '^ffl 

5 'H-NMR (CDCI3) 6 : 1.38-1.74 (6H. m). 2.42-2.56 (4H. m). 3.78 (2H. s). 

7.20 (2H. dd. J = 8.4 and 8.8 Hz), 7.63-7. 76 (2H. m), 7.84 (IH, d. J = 

8.0 Hz), 8.02-8.18 (5H, m), 8.31 (IH, dd, J = 2.2. 8.4 Hz). 8.46 (IH, 

d, J = 2. 2 Hz). 9. 19 (IH,. d, J = 1. 8 Hz). 

Tzmmm C„H„FN40 • 0. 25H,0 thX 
10 th^H : C, 72.87; H, 5.78; N, 12.59. 

: C, 72.91; H. 5.45; N, 12.75. 

mj^: 209-2 lot: im) ii^^mmiwmx^M 
mmm e o 

6_(4_^ bc^i>.:7x:i;V')-N-[2-(l-tf^U U:i;i/]~ 
15 n5^>T5 



mnm 5 4 (D2)rmc 6-75 7-2- (i-t:^u u 

20 'H-NMR (CDClj) d : 1.38-1.71 (6H. m). 2; 43-2. 56 (4H. m), 3.80 (2H. s), 
3.90 (3H. s), 7.04 (2H, d. J = 9.0 Hz). 7.64-7.73 (2H. i), 7.83 (IH. d. 
J = 8.4 Hz). 8.00-8.18 (5H, m), 8.28 (IH.' dd, J = 2.6, 8.4 Hz). 8.46 (IH. 
d, J = 2.6 Hz). 9.17 (IH. d. J = 1.8 Hz). 
Tvmmm C„H„NA-0.25H,Oi:LT 
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t^^ffi:C, 73.58; H, 6.28; N. 12.26. 



Mf^W. : C, 73. 56; H, 6.16; N. 12.24. 

MA : 210-211*0 (j^mi m^imm-. mmj^^M 
5 4'-^5^;i/-N-[2-(i-t!PU$^-;i'^9^;p)-6-^/ u:ijw [i. r-if7x- 



mmm 7 © i ) T#fc n- [2- (i- tr d u v'-ji^p^ -q-^ / u r-t h 
10 m^mm^tvxmrco 

'H-NMR (DMSO-dg) 6 1.73 (4H, m), 2.37 (3H, s), 2.50 (4H, m), 3.85 (2H, 
s), 7.33 (2H, d, J = 8.1 Hz), 7.58 (IH, d, J = 8.4 Hz), 7.68 (2H, d, J 
= 8.1 Hz), 7.85 (2H, d. J = 8.4 Hz), 7.95 (IH. d, J = 9.0 Hz), 8.04 (IH, 
dd, J = 2.4, 9.0 Hz), 8.10 (2H, d, J = 8.4 Hz), 8.27 (IH, d, J = 8.4 Hz). 
15 8.52 (IH, d, J = 2.4 Hz). 
FAB(pos) 422.3CM+H]* 

iii!;^^: 192-1 93'c (i^M^Ji : i^mx5^;p-s?-r V tf;PX— r;w 

4* h=^-i>'-N-C2-(i-fcrD u >?-;i'^5";w-6-4^/ u [i, r -\£yx. 
20 x;H-4-*;i/Ji?:^iJ-5 H 



mmm 7 © i )-et#fc N-[2-(i-trp u i^:=.)v^^)v)-6-^/ u h 
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10 



15 



20 



'H-NMR (DMSO-de) 6 1.73 (4H, m). 2.50 (4H, m). 3.83 (3H, s). 3.85 (2fl. 
s). 7.08 (2H. d. J = 8.7 Hz); 7.58 (IH. d. J = 8.4 Hz). 7.74 (2H. d. J 
= 8.7Hz). 7.83 (2H. d. J = 8.4Hz). 7.95 (IH. d. J = 9.0Hz). 8.03 (IH. 
dd. J = 2.1, 9.0 Hz). 8.09 (2H. d. J = 8.4 Hz), 8.27 (IH, d. J = 8.4 Hz). 
8.52 (IH. d. J = 2.1 Hz). 
FAB (pes) 438. '3ftI+H3* 

m. : 197-199'c (^^mm : v:fu if;i/x-x;w 

%mm^ 3 

4-<4-i^ o p 7 xn;w -N- [2- (1-e^ u -6-+y u -i- 



5 4 0!)2)T^lfc 6-7^ /-2-(l-lf^Ui^:i;M5"JW^/ U 

'H-NMR (CDCl,) 6 : 1.37-2.02 (lOH. m). 2.38-2. 54 (4H, m). 2. 63-2. 84 (IH. 
m). 2.94-3.14 (2H. m). 3.76 (2H. s). 4.20-4.36 (2H, m). 6.65 (IH. br). 
7.15 (2H. d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz). 7.49 (IH. dd, J = 
2.2 and 9.2 Hz), 7.60 (IH. d. I = 8.4 Hz). 7.93-8.10 (3H. nO, 
7C*5>W C„H3,C1N,0- 1.5HjO tbT 

ti-^tt: C. 66.18; H, 6.99; N, 11.43. 

imm. : C, 66. 32; H, 6.75; N, 11.74. 
U;^ : 214-217 (dec.) iBmm% mmx^)V-z^:s^^)VX-T)V) 

mmme 4 

4_(4_;^5^;i,7xn;i/)-N-[2-(i-bf'^U i^n;i/pt5";W-6-^/ u::i;W-i- 
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Me 




mmm 5 4 © 2 ) mrc 6-7 ^ / -2- (1- kr^ u + / u 

6 'H-NMR (CDCI3) 6 : 1.40-2.02 (lOH. m), 2.34 (3H, s).. 2.47-2.83 (5H, m), 
2.95-3.15 (2H, m), 3.82 (2H, s). 4.20-4.36 (2H, m). 6.70 (IH, br), 7.14 
(4H. br), 7.53 (IH, dd. J = 2.2 and 8.8 Hz). 7.64 (IH. d. J = 8.4 Hz). 
7.93-8.10 (3H. m). 

10 W-^«:C, 73.01; H, 7.88; N. 12.16. 
Mflk^-.C. 72.68; H. 7.57; N. 12.20. 

Mj^: 204-205 t: (dec.) m^imm : mmx,^)V-i^:r.9')VX-f-)V) 

4-(4-7;i/:ta7x-;i/)-N-[2-(i-i^^U>^-;i/p<5^;W-6-^/ U-;i/]- 

15 l-h!^Uv^>;<7;i/3i^^vT5 H 



mmm 5 4 ® 2 ) 6-t $ y -2- (i- u ^y^)y^m 

20 'H-NMR (CpClj) 6 : 1.36-2.02 (lOH, m), 2.37-2. 55 (4H, m). 2. 63-2. 85 (IH. 
m), 2.94-3.14 (2H. m). 3,76 (2H. s). 4.10-4.36 (2H. m), 6.66 (IH, br), 
7.01 (2H, dd. J = 8.4 and 8.8 Hz). 7.11-7.24 (2H. m), 7.50 (IH. dd. J 
= 2.2 and 8.8 Hz). 7.60 (IH. d, J = 8.4 Hz). 7.92-8.10 (3H, m). 
Ttm^^m C„H3,FN40 • 0. 5H,0 t bX 
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tf^fil:C, 71.18: H. 7.08; N, 12.30. 
^miC. 71.13; H. 6.94; N, 12.52. 
m.^: 203-204 (dec.) (.^^^mm:mmx^)Wz^X^)VJL-TM 

4-(4-^ h:*^->7xri;W-N-[2-(l-lf^U z^=L)V:^^}V)-6-^/ U-JW- 



m-mn 5 4 © 2 ) e-r 5 / -2- (i- tf^ u v'-ji/^^^jw ^ 7 u 

10 LT#fe. 

'H-NMR (CDCl,) 6 : 1.37-2.02 (lOH. m). 2.42-2.57 (4H. m). 2.60-2.80 (IH, 
m), 2.94-3.14 (2H. m). 3.78 (2H, s). 3.80 (3H. s). 4.19-4.36 (2H. m), 
6.66 (IH, br). 6.87 (2H, d, J = 8.4 Hz). 7.15 (2H, d. J = 8.4 Hz). 7.50 
(IH. dd. J = 2.6 and 9.2 Hz), 7.61 (IH. d. J = 8.4 Hz). 7.93-8.10 (3H, 



Sl!^: 197-198 -C (dec.) (^^«Ji : fi^mx^;W>^X5^;i/X-r;W 

2'-:7;i/:tP-N-[2-(i-t!^U -:?x;M^;W-6-^y ux;w [i. i'-if7xx 



mmm 4©2)'c#fc 6-7sy-2-(i-fc?^u>'x;u^9";p)^/ u 

'H-NMR (CDCI3) 5 : 1.40-1.77 (6H, m), 2.47-2.65 (4H, m), 3.86 (2H, s). 




15 m). 



20 
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7.12-7.54 (4H. m), 7. 63-7.78 {4H. m), 7.96-8.22 (5H, m). 8.48 (IH, d. 
J = 2. 6 Hz) . 

mj^s-. 163-164 1: {m^mm:mm:i^^)v) 

IIJSf!l6 8 

5 2'.4'->?7;i/:tD-N-[2-(l-tr^U z^:i)V^T)V)-6-^y U-;W [1, 1'-tf 
7x-;W-4-;«j;UjJ?+S/T^ h 




10 «»*i:bT#;fe, 

'H-NMR (CDCI3) 6 : 1.40-1.78 (6H, m). 2.50-2.67 (4H, m). 3.87 (2H, s), 

6. 89-7.08 (2H, m), 7.38-7.54 (IH. m), 7.59-7.80 (4H. i), 7.96-8.23 (5H, 

m), 8.47 (IH, br). 

Ttm^mU CjgHjjFjNaO • 0. 5HjO thX 
15 th^i[:C, 72.09; H, 5.62; N, 9.01. 
MJkU'.C, 71.79; H. 5.59; N, 8.75. . 

m^: 181-182 13 m^mm:wm:r.^)v> 

6- (2, i-Jy)]^:t P 7 x~;P) -N- [2- (1- If ^ 'J v?" -6-^ / U - 

20 ,;W-3^>T^ H 




Hiil^il 5 40 2) 6-TS y -2-(l-t!'^ U :^r:;P^^;i/) U >^ffl 
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'H-NMR (CDCI3) 6 : 1.41-1.77 (6H. n). 2. 47-2; 68 (4H, n). 3.86 (2H, s). 
6.88-7.13 (2H. m). 7.73 (2H. d. J = 8. 4 Hz). 7.90-8.00 (IH. m). 8.02-8.25 
(4H, m). 8.32 (IH, dd, J = 2.2 and 8.4 Hz). 8.46 (IH, d, J = 1.8 Hz). 
9.24 (IH, d. J = 1.8 Hz). 

5 Ttm^mm c„Wfi'0.mj[)tLx 

ffl-^#[:C, 69.37; H. 5.39; N, 11.98. 
m^^:C. 69.14; H. 5.21; N, 12.04. 

: 182-183 (%mmn. : imx5^;w 
mmm 70 

10 •2'.4'->'^pp-N-C2-(i-t!^u v^-;m9';w-6-=^^>' ci. v-\^y 

xn;W-4-*;i/:3?=^^>'7SH 

Me 

H Me 

1 3 l?#fc N-[2-[(2, 2, 6, 6-7^ h ^^^^jM-tf'^U z>:z}iy)<^ 

'H-NMR (CDCI5) 6 : 1.40-1.76 (6H. m). 2.48-2.63 (4H. m). 3.84 (2H, s). 
7.22-7.40 (2H, m). 7.52-7.78 (5H. n), 7.96-8.19 (5H, m), 8.47 (IH, d, 
J = 2.2 Hz). 

Ttrnmrn C„H„Cl,N3O-0.5H,OibT 
20 fh#M: C, 67.34; H, 5.25; N, 8.41. 

C. 67.46; H, 5.20; N, 8.47. 
iJU^t: 210-212 t: (dec.) (i^iiMii : I^^X5^;P) 

4'-7;i/:rP-N-[2-[(2, 2. 6. 6-r h ^p^^^jlz-l-tT^U i^Xjl/) ^^JU]-6- 
25 U-JH [1. l'-t'7xx;W-4-*;i/3j?:^^5^T5 H 
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Me 




N. 



Me 



Me 



F 



#%^SJ 1 3 -vntc N- [2- [ (2, 2, 6, 6-x h ^ ^ tf ^ U ^ 5^ 

5 'H-NMR (CDClj) 5 : 1.05 (12H. s), 1.60 (6H, br), 4.10 (2H. s). 7.17 (2H, 

t, J = 8.8 Hz). 7.56-7.76 (5H, m). 7.96-8.17 (6H, m), 8.46 (IH.- d, J = 
2.6 Hz). 

mj^.: 229-231 x: (dec.) m^mm:mmj:.^M 
mmm7 2 

10 6- (4-^ D D 7 xn;i/)-N- [2- [ (2, 2. 6, 6-x h ^ v:n;i/) :A 



##^J 1 3 T#fc N- [2- C (2, 2, 6, 6-x h ^ ^ tT^ U ^ ^ 



'H-NMR (CDCI3) 6 : 1.05 (12H, s), 1.60 (6H. br). 4.10 (2H, s), 7.49 (2H. 
d. J = 8.8 Hz), 7.64-7.74 (IH, m). 7.81-7.90 (IH, m), 7.96-8.18 (6H. m), 
8.27-8.38 (IH. m), 8.44 (IH, d, J = 2.2 Hz), 9.20 (IH, d, J = 1.8 Hz). 

TuM^^m C3,H33C1N40 • HjO t hX 
20 tf-^M:C, 70.11; H, 6.64; N, 10.55. 



Me 




15 o^t\z^r)^ mmit-^^^m^mmt Lxnrc 
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mmm7 s 

6-(4-^5^;P7x:i;W-N-[2-[(2,2,6,6-xh9^5^;Wl-lf-^>J$?::i;W^ 



5 ##^1 3-^#fcN-[2-[(2,2,6,6-xh^P^5^;M-lf^Ui^::i;W^^ 

'H-NMR (CDCI3) 6 : 1.05 (12H, s). 1.60 (6H, br), 2.44 (3H. s), 4.10 (2H, 
s), V.33 (2H, d. J = 8.2 Hz). 7.63-7.74 (IH. m). 7.87 (IH, d. J = 8.4 
10 Hz), 7.94-8.16 (6H, m). 8.25-8.35 (IH. m), 8.44 (IH, d, J = 2.6 Hz). 9.19 
(IH. d, J = 1.8 Hz). 

: C. 75. 26; H, 7.50; N, 10.97. 
mmm:C, 74.98; H, 7.44; N, 11.07. 
16 : 246-247 m^mm : g^^X5^;l/) 

4-(4-i> U D 7xr:;W-N-[2-[(2, 2. 6, 6-t- h ^^^^^Wl-tf^'J ^ 



m^m 1 3 rmc n- [2- c (2. 2. 6, 6-t- h 5 / 5^;u-i- tf ^ u ;< ^ 
8 tmm<omf^^m''knz>^tiz^r). mmi\^'^^'^M^m^tvrmco 



Me 




Me 




Me 
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'H-NMR (CDClj) 6 : 1.03 (12H, s). 1.46-2.01 (lOH. m). 2.63-2.84 (IH, m), 
2.95-3.15 (2H, m), 4.07 (2H, s), 4.20-4.37 (2H, m), 6.62 (IH, br), 7.15 
(2H, d. J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz). 7.49 (IH. dd. J = 2.6 and 
8.8 Hz), 7.81-8.11 (4H, m). 
6 FABCpos): 519 [MHl* 

Ttm^^m •Cs,H,sClN40-0.5H,0 tbT 

WrW^:C. 70. 50; H, 7.63; N, 10.61. 

Hl^ffi : C' 70. 88; H, 7.79; N, 11.14. 

m^: 203-204 r (i^S^b^iK.: @^^x5^;p-e;x5^;i/x-x;0 
10 MMM 7 5 

4- (4-^ ^)l^y xx; W -N- [2- [ (2. 2. 6, 6-5^ h ^ tf^ U i?x;i/) 

Me 

Me 




Me 

1 3 X^ntc N- [2- [ (2. 2, 6. 6-x h ^ ^ 5";|/-1- tf ^ U i?n;|/) ^ ^ 
15 ;W-6-+y U XJW T-fe h 7 5 H Sffi ViT, IIJfi««J 5 4 © 2 ) J;Df^ife«a| 3 

'H-NMR (CDCl,) 6 : 1.04 (12H. s). 1.50-2.02 (lOH. m), 2.34 (3H, s), 
2.63-2.84 (IH, m), 2.94-3.13 (2H. m). 4.07 (2H. s), 4.20-4.34 (2H, m). 
6.59 (IH, br), 7.14 (4H, s), 7.48 (IH. dd. J = 2. 2 and 9. 2 Hz) . 7. 86-8. 09 
20 (4H, m). 

Ttm^Wm C3JH4JN4O • 0. 5HjO t LX 

: C, 75.70; H. 8.54; N. 11.04. 
M^m:C. 75.57; H, 8.30; N, 11.16. 
S*^ ; 200-202 m^imm : PKx^;U->?X5^;Ux— rJW 

25 nMm7 6 

N-[2-[(2. 2, 6. 6-5=- h^^5=-Jl/-l-t!^U Ux 
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10 



15 



20 



[1. i'-tf7x:n;i/]-4-*;i'3j?^'>75 H 

He 




Me' 
Me 



1 3 N-[2-[(2, 2. 6i B-x h 7^5^;P-1-H'^U z^:=.)V)^^ 

'H-NMR (CDCI3) 5 : 1.05 (12H. s). 1.60 (6H, br). 4.10 (2H. s). 7.40- 
7.56 (3H, m). 7.60-7.80 (6H. m). 7.96-8.16 (5H. m). 8.47 (IH, d, J = 2.4 
Hz). 

: 200-201 x: mBitmm b^^x^^;^ 

4'-^5";i/-N-[2-C(2. 2, 6. 6-x h 7^5^)P-l-t!^U ^5^;W-6-:^^ 

y u-;w [1. i'-t'7x-;i/]-4-A;i/xj?=^->75 k 

Me 

^Me 

O 




1 3 l^mtc N-[2-[(2, 2. 6, 6-^ h ^;<g^;i/-l-tf^U >^::i;U) 

'H-NMR (CDCl,) 6 : 1.04 (12H, s). 1.59 (6H, br), 2.42 (3H, s). 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8.2 Hz), 7.63-7.77 (4H, 
m). 7.95-8.16 (5H. m). 8.46 (IH, d, J = 2.6 Hz). 
CjjHjAO-O.SHjOiibT 
: C, 79.16; H. 7.65; N, 8.39. 
^^ffi: C, 79.21; H, 7.66; N, 8.41. 
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MM. : 242-243 "C (ig^^bW : WMX^f-M 

mmm 7 8 

i'-^ v^-N- [2- [ (2, 2, 6, 6-x h ^ ^ U ^ -6- 

U:i;H [i,P-h'7x:i;i/3-4-:^7;P4^^>'75 H 



Me 



MeO 




m^m 1 3 i:%rc n- [2- [ (2. 2. e, e-x h ^ ;^ e ^ U e^n;!/) ;^ 5^ 

'H-NMR (CDClj) 6 : 1.04 (12H, s). 1.59 (6H, br), 3.88 (3H, s), 4.10 (2H, 
10 s). 7.02 (2H, d. J = 8. 8 Hz), 7.55-7.76 (5H, m). 7.94-8.16 (6H, m), 8.46 
(IH, d. J = 2.6 Hz). 

m^: 2i.o-2inc mmmm-.^m^L^jv) 

4'-7;U:tD-N-[2-[(v'X-2,6-e^;<^;i^-l-tf'^U>^::i;P)^5";P]-6-4^y 

15 Un;W[i,i'-H7xn;w-4-:^j;i/7K^$/75 H 



Me 




1 1 irmc: N-[2-[(v'X-2. 6->?p^5^;^-l-l^^U ^^)V]-^- 

20 'H-NMR (CDCI3) 6 : 1.05 (6H, d, J = 6. 2 Hz). 1.28-1.80 (6H, m). 2.51-2.73 
(2H, m), 4.04 (2H, s), 7.17 (2H, t, J = 8.8 Hz), 7.54-7. 76 (5H, m), 7.86 
(IH. d, J = 8.4 Hz). 7.96-8.17 (5H, m), 8.46 (IH. d. J = 2.2 Hz). 
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161 



Ttmmm WNjO-O.BHjOtbT 
. th^ffl.: C. 75.60; H, 6.56; N. 8.82. 

mm^: C. 75. 72; H. 6.31; N. 8.72. 
gl!^ : 187-188 X: (B^mU : TOx^^jW 

mmm8o 

;p] [1. i'-if7xz:;W-4-*;i'Ji?=^$^75 H 

Me 




mmm 1 1 n-[2-[(>'X-2. 6-i?^5^;wi-t!'^u ^^-jw ;t^;w-6- 

'H-NMR (CDClj) 6 : 1.05 (6H, d. J = 6. 2 Hz), 1.28-1.77 (6H, m). 2.52-2.72 
(2H. m), 4.04 (2H. s), 7.40-7.57 (3H. m), 7.60-7.80 (5H. m). 7.86 (IH, 
d. J = 8.4 Hz). 7.96-8.16 (5H, m). 8.47 (IH. d. I = 2.2 Hz). 

Tvm^^m CsoHj.NsO-O.SHjOtbT 
t^nW. : C. 78. 57; H, 7.03; N. 9.16. 
Hi^M : C. 78. 36; H, 6.64; N, 9.12. 

gi!;;^ : 180-181 -e immmm m^x.^M 
mmms 1 

4'-^5^;i/-N-[2-[(>'X-2. 6-$^^f ;n-iif'^u u 

n;W [1, v-^y3u=.)V]-i-:hM^-y7B. h* 

Me 




##^»| 1 1 N-[2-[('>X-2. 6->/'p^5^;Wl-tf^U i^:z)V)}f^^M-6- 
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'H-NMR (CDCI3) 6 : 1.05 (6H, d, J = 6.2 Hz). 1.28-1.80 (6H, m), 2.43 (3H, 

s). 2.52-2.'73 (2H, m), 4.04 (2H. s). 7.30 (2H, d, I = 8. 2 Hz), 7.55 (2H, 

5 d. J = 8. 2 Hz), 7.63-7.78 (3H, m), 7.85 (IH, d, J = 8.4 Hz), 7.94-8.17 . 
(5H, b), 8.46 (IH, d, J = 2.2 Hz). 

Ttm^^m Ca.HsjNjO • 0. 5HjO t hX 
, th^ffl.-C, 78.78; H, 7.25; N, 8.89. 
HI^#:C, 78.87; H, 7.08; N..8.82. 

10 iii^.: 198-199 "c (dec.) (m^imm : wmx^-M 

4'-^ h^e^-N-[2-[(i<'X-2, 6->?pl5^;i/-l-t!^U 

[1, i'-tr7xn;w-4-:^j;P3j?:^^$'75 K 



'H-NMR (CDCl,) 6 : 1.04 (6H, di J = 6.0 Hz), 1.23-1. 85 (6H, m). 2.50-2.72 
(2H. m). 3.87 (3H, s). 4.03 (2H. s), 7.01 (2H. d, J = 8.8 Hz), 7.50- 
20 7.77 (5H. m). 7.85 (IH. d, J = 8.4 Hz), 7.90-8.20 (5H, m). 8.46 (IH. br). 

MA : 194-196 t: (dec). (MMiS : @^^X5^;i/) 

mmms 3 

6- (4-^7 D P :7 x.-)V) -N- [2- [ (->7.-2. 6->?;>^ 9-)V-l-E^ U ^ 5^ 



Me 




wo 01/82925 PCT/JPOl/03614 




^mm 1 1 -vmc n-[2- [(>'X-2, 6-^j^'^)V-i- tf^ u -e- 

6 'H-NMR (CDCl,) 6 : 1.04 (6H. d. I = 6. 2 Hz), 1.27-1.76 (6H. m). 2.51-2.76 

(2H. m). 4.03 (2H. s). 7.47 (2H. d. I = 8.4 Hz). 7.70 (IH. dd. I = 2.2 . 

and 8.8 Hz). 7.76-7.92 (2H, m). 7.94-8.13 (4H. m). 8.23-8.36 (2H, m). 

8.42 (IH. d. J = 2.2 Hz). 9.19 (IH. d. J = 2.2 Hz). 

TC^^M C#„ClN40-0.5HjOiUT 
10 th^1i:C, 70.50; H, 6.12; N, 11.34. 
Hg^^lrC, 70.58; H, 6.06; N, 11.14. 

Billj^: 217-219 t: (dec.) m^mm : Wf^X^M 

6-(4-^9^;i/7xnjU)-N-[2-[(>/X-2,6-5^/5^;i/-l-t!'^U5^::i;W^5^ 
15 ;W-6-4=/U::i;W:i3^>75 H 



Me 




mm 1 1 N-[2-[(>'7.-2. 6-5^;<5^;P-l-tf^U >^:i;i/) P^^^^H-B- 
20 'H-NMR (CDCI3) d : 1.04 (6H. d, J = 6.2 Hz), 1.28-1.80 (6H. m), 2.43 (3H, 
s), 2.51-2.72 (2H. m). 4.04 (2H, s), 7.32 (2H. d. J = 8.0 Hz). 7.69 .(IH. 
<Id. I = 2.2 and 8.8 Hz), 7.80:8.20 (7H, m). 8.28 (IH. dd. J = 2.2 and 
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8.4 Hz), 8.43 (IH. d, J = 2.2 Hz). 9.18 (IH. d, J = 2.2 Hz). 

MM, : 225-226 X: (dec.) (i^^ME : g^Mx^^Jl/) 

mmm s 5 

A-ii-^ a D 7x-;W-N-[2-[(->X-2, 6-$^^^;P-l-tf^U e^-JW ^^5" 
5 ;H-6-^/U:iJW-l-tf^Ui^>*;i/3i^=^->7$ H 



Me 




pmm 1 1 N-[2-[(->x-2, 6-5^^9^;v-i-t?^u ;*^;^]-6- 
10 'H-NMR (CDCI3) (5 : 1. 04 (6H. d. J = 6. 2 Hz). 1. 23-2. 02 (lOH. m). 2. 50-2. 83 
(3H, m). 2.94-3.15 (2H. m). 4.02 (2H. s). 4.20-4.37 (2fi. m). 6.64 (IH, 
br), 7.15 (2H, d. J = 8.4 Hz), 7.30 (2H, d, J =8.4 Hz), 7.50 (IH, dd, 
J = 2.2 and 8.8 Hz), 7.79 (IH, d. J = 8.8 Hz), 7.88-8.08 (3H. m). 
m^: 196-198 (dec.) (^fB«ii : I^^X5^;|/->^X5^Jl.X-x;i') 
15 MMM 8 6 

4- {i-:A^)vyx. -;i/) -n- [2- [ (5/7>-2, 6->?^ 5";P-l- h'^ U v'x;!/) 



Me 




1 1 N-[2-[($/;^-2, 6-$?^5^;Wl-tf^U S^XjW ^5";W-6- 

20 ^yux;i/]7-feh75 K<&fflViT> mmms 4 0 2) :is^xmmm 3 8 tm 

'H-NMR (CDCI3) 6 : 1.04 (6H, d, J = 6.0 Hz), 1.20-2.03 (lOH, m), 2.33 
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10 



15 



(3H, s), 2.50-2.82 (3H, m). 2.90-3.15 (2H. m). 4.02 (2H, s), 4.17-4.39 
(2H, m), 6.70 (IH. br),. 7.13 (4H, br), 7.51 (IH, d. J = 8.8 Hz). 7.78 
(IH. d. J = 8.8 Hz), 7.95-8.15 (3H, i), 

C, 73.74; H. 8.25; N. 11.47. 
Hl^MrC. 74.12; H, 8.05;' N, 11.82. 
m,^.: 177-178 t: (dec, (3g^«Ji : l^aiX5^;i^i^X5";UX— r;P) 

mmms i 

4-(4-7;P:tD7x:i;i/)-N-[2-[(>/X-2. 6->»;A5^Jl/-l-b°^Ui?x;|/)p^ 



##M 1 1 N-[2-[(>^X-2. e-v'^^^ju-i-tf^u >^n;W^5^JW-6- 

'H-NMR (CDCI3) 6 : 1.04 (6H, d, J = 6. 2 Hz). 1. 22-2. 02 (lOH. m), 2.50-2.82 
(3H, m). 2.94-3.14 (2H, m), 4.01 (2H, s). 4.10-4.36 (2H, m). 6.66 (IH. 
br). 7.01 (2H. dd. J = 8.4 and 8.8 Hz). 7.11-7.24 (2H. m). 7.50 (IH. dd. 
J = 2.2 and 8.8 Hz), 7.60 (IH; d. J = 8.4 Hz), 7.92-8.10 (3H. m). 
FAB(pos): 475 Dffl]* 

%%m 8 8 

4-(4-^ h^>')-N-[2-[(e/x-2, 6-i^;<5^;i'-i-tf^u -:;?x;i/)p^5^;w-6- 
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Me 




5 'H-NMR (CDClj) 6 : 1.04 (6H, d, J = 6.2Hz), 1.23-2.02 (lOH. m). 2.50-2.83 
(3H, bD, 2.94-3.14 (2H, m), 3.80 (3H, s),' 4.01 (2H. s). 4.19-4.36 (2H, 
in), 6.66 (IH, br), 6.87 (2H, d. J = 8.4 Hz). 7.15 (2H, d, J = 8.4 Hz). 
7.50 (IH. dd, J = 2.6 and 9.2 Hz), 7.61 (IH. d, J = 8.4 Hz), 7.93-8.10 
(3H, m). 
10 FAB(pos): 487 Dinfl* 

2'. 4'->^7;P^D-N-[2-[(>^;^-2. 6-$^p^5^;|/-l-t!'^U v'z:;|/)^5=-;W-6- 



Me 




15 1 N-[2-[(5>X-2. 6->';<5r;i.-l-l^^U >^:i;P) p^5^;H-6- 

'H-NMR (CDCl,) 6 : 1.05 (6H. d, J = 6. 2 Hz). 1.28-1.83 (6H. m), 2.51-2.82 

. (2H. m). 4.04 (2H, s). 6.88-7.08 (2H. m), 7.37-7.53 (IH, m), 7.60-7.74 

20 (3H, m). 7.86 (IH, d, J = 8.4 Hz). 7.95-8.18 (5H, m). 8.46 (IH, d, J = 
2.2 Hz). 

FAB(pos): 486 [MH]* 
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'H-NMR (CDCI3) 6 : 1.04 (6H. d. J = 6.3Hz), 1. 27-1. 80 (6H, id). 2.52-2.70 
(2H, 1). 4.03 (2H. s), 7.23-7.40 (2H, m). 7.46-7.60 (3H, m). 7.68 (IH. 
10 dd. J = 2.1 and 9.0 Hz), 7.86 (IH, d, J = 8.4 Hz), 7.93-8.05 (3H, m). 
8.09 (IH. d. J = 8.4 Hz), 8.16 (IH, br), 8.46 (IH, d, J = 2.4 Hz). 
iS!!.^: 162-164 t: (i!SSfl:^ll«:S^eiX5^;W 

mmm'd 1 

4'-^ D D-N-[2-[(>^'i' y tf;i/75 y ) ^5^;w-6-=^^/ u •z.m [i, I'-if 
15 7xn;i']-4-:*;i/3j^4^->7S H 




1 0 N-[2-[(>>-1' y tfJU7^ /) ^5^;p]-6-^/ u -^.M 

20 'H-NMR (CDCI3) 5 : 1.06- (12H. d, J = 6.6 Hz), 2.96-3.19 (2H. m). 3.94 

(2H, s). 7.45 (2H. d. J = 8.8 Hz). 7.56 (2H. d, J = 8.8 Hz), 7.63-7.73 

(3H. m). 7.83 (IH, d, J = 8.8 Hz), 7.94-8.19 (5H, m). 8.46 (IH, d, I = 
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2.2 Hz). 

li,^^: 201-202 1: (dec.) i^mitmm : mMJ^^M 
mmm 9 2 

4" D P-N-[2-[(>?X^;i/75 7) /5^;H-6-^y UnjW [1, l'-lf7x 

5 -;w-4-:jt7;i/3j?^re^75 H 



10 'H-NMR (CDClg) <5 : 1.09 (6H. t, J = 7.2 Hz), 2.64 (4H, q. J = 7.2 Hz),. 
. 3.89 (2H, s). 7.45 (2H, d, J = 8. 4 Hz), 7.57 (2H. d, J = 8. 4 Hz), 7.62-7.78 
(4H, m), 7.94-8.19 (5H, m), 8.47 (IH, d, J = 2.2 Hz). 
m.^: 196-198 t: (dec.) , (^^«iS : |^^X5^;I/->?X5^;1/X-t;|/) 

^mm9 3 

16 N-[2-[(2-^5'jl/-4,5->?kHo-iH-'r5^>/-;Wi-r;W^^;i/3-6-^ry 
U-;W [1, l'-H7xXjP]-4-*;l/3H^S/7S H 



##«a|7T#^n:fe2-(^DD^5^;W-6-=^^y»jx;W75> z^U^m 

20 {b^«^*t»5KtbT#fc. 

'H-NMR (DMSO-dj) 6 : 2.20 (3H, s), 3.36-3.96 (4H, id), 4.70 (2H, s), 
7. 34-7.56 (5H, m), 7.58-7. 82 (3H, m), 7.91-8.26 (5H, m), 8.61 (IH, d, 
J = 2.2 Hz), 10.40 (IH, br). 




Me 
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FAB(pos): 421 [MH]* 

iH;^.: 212-220 r (dec.) : Sf^X^^Jl^) 

.*M!l9 4 

N-[2-[(2-7xr:;l/-4, 5->?k K D-lH-f 5 ^'J-JV-l-i )V) ^^'^M-Q-^ 

5 y u r:;w [1, i'-H7x-;w-4-*;i/^=^^'>7S H 




10 'H-NMR (CDCl,) 6 : 3.54 (2H, t. J = 9.8 Hz), 3.98 (2H. t, J = 9.8 Hz).. 
4.59 (2H. s), 7.30-7.80 (I5H, m), 8.01 (2H, d, J = 8.0 Hz), 8.17 (IH, 
d. J = 8.4 Hz), 8.39 (IH. s), 8.55 (IH. d, J = 1.8 Hz). 

FAB(pos): 483 [MH]* 

MM.: 212-216 (dec.) (^^Mi« : I^^X?;0 

15 mmm9 5 

4'-7;i/:tP-N-[2-[2-;»^5^;U-4, 5-^?h Ho-lH-f S^^V^-JWl-TJW ^ 

Me 

H 

7 T# n^c 2- (^ P P -6-^ J U :::;W7 5 > 2 ^^^^ffl 
20 ViT, 8 ^^XS-imm 2 3 tllHi©^f^&JliM;^fT5 t C J; t) » M 

'H-NMR (DMSO-dj) 5 : 1.99(3H. s), 3.3(2H, br m), 3.5(2H, br m) , 4.58(2H. 
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s), 7.3-7.5(3H, br m), 7:8-8.1(9H, br m), 8.35(1H, br d), 8.56(1H, br 
s). 

240-242 t: (dec.) (.m^mm : Wmx^M 

Mmm 9 6 



'H-NMR (DMS0-de)6 :3.45(2H, t, J=10.0Hz), 3.82(2H, t, J=10.0Hz), 4.50 



8.57(1H, d, J=2.2Hz).. 

MA: 209-210'c m^mm-.mmx^jv) 
15 mmm9 7 

N- [2- [2-^ > e?jW4, 5->? t H D-lH-f S )V\ 7^ =f-)V\ 

y U-;i/]-4'-7;l/:tD- [l,l'-tf7xr:;i/]-4-;^7;i/7j^4^5^7$ H 



7 T# enfc 2- n D pi 5^JW-6-^y U -;W7 5 > 2 
20 ##0!l8:feJ:(af|lig«?i)2 3 tl^^©^fP<&Ji;^jfT5 d t IClvfc 0, ^ 

■H-Nffi (DMSO-dj) (5 : 3.22(2H, t, J=9.8Hz). 3.60(2H, t, J=9.8Hz), 3.75(2H. 




(2H. s), 7. 31-7. 66 (8H, 1), 7. 80-8. 15 (9H, m), 8.35(1H, d, J=8.8Hz), 
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s), 4.52(2H. s), 7. 17-7. 40 (8H, m). 7. 80-8. 14 (9H. m), 8.25(1H. d. J=8.4Hz). 
8.54(1H, d, J=1.8Hz). 

g!!!;s^; 200-20.2t: (m^mm : BBX^JV) 
5 h^>;;^-2-(4-i5^P07x:n;W-N-[2-(I-tfDUS^::i;M^;W-6-^/ U 




1 4T#fe 2-(4-^^DP7xri;i/)-5-:^7;i//J^4^>--l.3->':t=^^1^>^fflViT, 

'H-NMR (CDC 1^5 :1.82(4H. m). 2.62(4H, m), 3.10 (IH, m), 3.94(2H. s), 
4.27 (2H. t like), 4.46 (2H. dd like). 5.57(1H. s), 7. 35-7. 62 (7H. m), 
. 8.06(2H. t, J=12.6Hz), 8.29(1H, d, J=2.7Hz). 

15 il!.^ : 244-246'C 

4-(4-7;i/:tn7x-;i/)-N-[6-a-HD u -j-)V:^9-)V)-2-^y^M-i- 




'H-NMR. (DMSO-dj) 6 : 1.57 (2H, m), 1.69 (4H, m). 1.80 (2H, m), 2.45 (4H, 
m), 2.77 (IH. m). 2.90 (2H, m), 3.68 (2H. s). 4.32 (2H. m), 7.13 (2H, 
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m), 7.34 (2H, m), 7.38 (IH, m), 7.60 (IH, m), "7.66-7.76 (3H, m), 8.00 
(IH, d, J = 2.1 Hz), 8.71 (IH, s). 

FAB(pos):: 432 [M+H] * ' 

i6,* : 209-211 "c iB^mm : mmx^)V-z^^ y :/o fcf;VX-r;i/) 

5 mmm i o o 

4-(4-^ h:^^$/'7xn;W-N-[6-(l-lf pU i?-;i/>^^;W-2-:^7^JH-i- 



1 8 ante 6- (1- tr P U ^ 7 >-2-7 5 

'H-NMR (CDC I,) (5 : 1.70-1.95 (8H, m). 2.55 (4H, m) . 2.70 (IH, m), 3.02 

(2H, m), 3.74 (2H, s), 3.80 (3H, s), 4.26 (2H. m), 6.56 (IH, s), 6.87 

(2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.8 Hz), 7.38 (2H, jd), 7.69-7.76 
15 (3H, m), 7.92 (IH,' m). 
FAB(pos): 444 [M+H] ♦ 

S!l!,^^ : 194-196 IC (f^^imm : g^^X^JI/-5?-l' V T'P lf;i/X>-x;l/) 
UMieajlOl . . 

4- a-^ uay xn;w -N- [6- (1- tr p U 5^;i/) -2--^-7^;W -i- 1! 
20 ^U>^>:j!j;i'Jl?^1J-5 H 



##^^J 1 8 6- (1 - If P U ^)V)-^y^U>-2-T^>^m^ 
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'H-NMR (DMSO-dj) 6: 1.55 (2H, n), 1.68 (4H, m), 1.78 (2H, m), 2.43 (4H, 
m), 2.76 (IH. m). 2.88 (2H, m), 3.65 (2H, s), 4.30 (2H, m), 7.33 (5H, 
m), 7.57 (IH, i). 7.64-7.74 (3H. m), 7.98 (IH, d, J = 2.5 Hz), 8. 69 (IH. 
s). 

6 FAB(pos): 432[M+H] ♦ 

m.^: 209-211*0 (iSSM^:»Blx^;i/-$^'ry:/otf;i/x-x;W 
nmm 10 2. 



1 8i!%rc 6-(i-t!o u>?x;^;^5^;^):^7^5' i/>-2-75 

■ 'H-NMR (DMSO-de) 6: 1.60 (2H, i). 1.70 (4H, i). 1.82 (2H, m). 2.46 (4H, 
15 m). 2.76 (IH, m), 2.91 (2H, m), 3.68 (2H. s), 4.32 (2H. m), 7.18-7.34 
(5H, ni), '7.39 (IH, m), 7.60 (IH. a). 7.69-7.76 (3H, jb). 8.00 (IH, d, J 
= 1,8 Hz), 8.71 (IH, s). 
FAB(pos): 414DII+H]* 

193-195 t: (^^«l« : B^mx^^JW^^^'T Vr^DtfJl'X-xJW 

20 mum 10 3 

4-;^ y X njl.-N- [6- (1- If D U >^x;i/^ 5^;u) -2-i- 7 -l - tf^ U 




10 
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s), 2.46 (4H, m), 2.71 (IH, m), 2.90 (2H, i), 3.68 (2H, s), 4.31 (2H, 

5 m), 7.12 (4H, m), 7.39 (IH, m), 7.60 (IH, m), 7.66-7.76 (3H, m), 8.00 
(IH, d. J = 1.8 Hz), 8.70 (IH. s). 
FAB(pos): 428 [M+H] * 

210-212 "c (^^{t:^ii:Mx5^;i/-e?^yy^pt:;px-x;0 
mMM l 0 4 

10 6-(4-7Jl/:tP7xx;W-N-[6-(i-tr^U -J:=.)]^:^^M-2-i-y^jl]-a 



#^^J 1 5 T# 6- (1 - ^ U ^ :h 7 1/ >'-2-7 S > ffl 

16 ^tvx'4tco 

'H-NMR (DMSO-d,): 1.41 (2H, m). 1.51 (4H, m). 2.36 (4H, brs), 3.56 (2H. 



7.83 (2H, m), 7.89 (IH, d, J=9.0Hz), 8.18 (IH, d, J=8.3Hz), 8.27 (2H, 
n). 8.44 (2H, m), 9.24 (IH, i), 10.64 (IH, brs). 

20 .ili.^^ : 218-219 -c (ig^M^S : Mx^jP-v^-f y:/n tfjwx-T-;!.) 

10 5 

6-(4-^ h^^^'^xxjw-N-K-a-tf^u >>-;^p^5^;^)-2-:^75";^]xn 



'H-NMR (DMSO-ds) 6: 1.55 (2H, m). 1.70 (4H, i), 1.80 (2H, m), 2.26 (3H. 




F" 



s), 7.38 (2H, dd, J=8.3and 8,8Hz), 7.47 (IH, d, J=8.3Hz), 7.73 (IH, s). 
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'H-NMR (DMSO-dg): 1.40 (2H, m), 1.51 (4H, nO. 2.37 (4H. brs), 3.57 (2H, 
5 s). 3.84 (3H, s), 7.09 (2H, d, J=8.3Hz), 7.46 (IH. d, J=8. IHz) , 7. 73 (IH. 
s). 7.81 (2H, m). 7.89 (IH, d. J=9.0Hz), 8.10 (IH, d. J=8.1Hz). 8.17 (2H, 
d, J=8.3Hz), 8.39 (IH, d, J=8.3Hz). 8.43 (IH. s), 9.2 (IH, brs). 

: 263-264 V (.B^mm : mm:r.^)l^-P^ y fcf^X— 

mmm i o e • 

.0 6-(4-i^ D D 7x-;W-N-[6-(l-t!^U 5^ii;i/>5^JW-2-±75^;W-n5^ 



1 5 -vntc 6-(l-b!^U z^r.)V^^}idi-y^ l/>-2-7S >&fflVi 

15 ^tLxn-fto 

'H-NMR (DMSO-dg): 1.41 (2H, m). 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H. dd, J=8.3 aiid8.8Hz). 7.47 (IH, d, J=8.3Hz), 7.73 (IH, s), 
7.83 (2H, m), 7.89 (IH, d, J=9.0Hz), 8.18 (IH, d. J=8.3Hz), 8.27 (2H. 
m), 8.44 (2H, m), 9.24 (IH, m), 10.64 (IH, brs). 
20 ii!,-^ : 228-229 (m^imm : S^^X5^;|.-7-fe h» 

mmm i o 7 

4- (4-y)V^ o y xxjW -N- [6- (1- tf^ u i?x;p^ -2-:^ -1- 
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'H-NMR (DMSO-d,): 1.40 (2H. m), 1.48-1.61 (6H, aO, 1.80 (2H, d, J=12.0Hz), 
6 2.34 (4H, brs), 2.77 (IH, m), 2.90 (2H, dd, J=12.0 and 12.2Hz), 3.52 (2H. 
s). 4.32 (2H. d. J=13.2Hz), 7.12 (2H, t, J=8.5Hz), 7.30 (IH, d, J=5.9Hz), 
7.32 (IH. d, J=5.6Hz), 7.38 (IH, d, J=8.3Hz), 7.62 (2H, m), 7.68 (IH, 
d, J=8.3Hz), 7.74 (IH. d, J=8.8Hz), 8.00 (IH, s), 8.71 (IH, brs). 
^j^: 209-211 "C (i?g^«l«:i^ijX5^JU-i?-rV:/Ptf;l/X~x;i/) 

10 mmm i o s 

i-U-^ o P7x-;w-N-[6-(i-fcf^u >'-;M5^;W-2-:^-75";w-i-tf 




'H-NMR (DMSO-d.) : 1.39 (2H, m), 1.48-1.61 (6H, m), 1.81 (2H, m). 2.35 (4H, 
brs). 2.78 (IH. m), 2.90 (2H. dd. J=11.5 and 12.7Hz), 3.52 (2H, s), 4.32 
(2H, d. J=13.7Hz). 7.30-7. 39 (5H. m). 7.59-7. 75 (4H, m), 8.01 (IH, s), 
20 8.71 (IH, brs). 

Mj^: 231-232*0 m^mm:mmx^)V-M V:fuil)VJ:-7')V) . 

mmm 109 

4- (4-^ y X -n- [6- (1- tf ^ u 5^; w -2-i- 7 5^; w -i- tr 
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PCT/JPOl/03614 



10 



15 



20 




•H-NMR (DMSO-dg): 1.40 (2H, m). 1.48-1.61 (6H, m). 1.80 (2H, d, J=12.4Hz). 
2.26 (3H, s), 2.34 (4H. brs). 2.71 (IH, m), 2.89' (2H, dd. J=12.4 and 
11.5Hz), 3.52 (2H, s), 4.31 (2H. ,d, J=12.9Hz). 7.10-7.16 (4H. m). 7.38 
(IH, d, J=8.0Hz). 7.61 (2H, m). 7.68 (IH. d, J=8.5Hz), 7.74 (IH. d. 
J=8.8Hz), 8.00 (IH, s), 8.70 (IH, brs). 

m.^: 227-228 "C (i^^fli^li : itBIX5^;P->^^ V tf^WX-rJi/) 

mmmi i o 

4-(4-i? O □ 7xn;i/)-N-[6-[(>'X-2, a-i^^^^Jl^l-tf'^'J 

Me 




p^ifi 1 7 xntc 6- [ (>-X-2. e-i?}^^)V-l- tf ^ U ^ ^s^ 

'H-NMR (DMSO-dg): 0.98 (3H. s). 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H. i), 2.78 (IH. m), 2.90 (2H. m), 3.82 (2H, s). 4.31 (2H. m), 
7.33 (4H, id), 7.43 (IH, m), 7.65 (IH, m). 7.72 (2H. m), 7.98 (IH, brs), 
8.68 (IH. brs). 

ii!^ : 199-200 (B^mm : Bl^x5^;i/-i^^ 7 ^ p t:;ux-x;i') 

1111 
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PCT/JPOl/03614 



Me 



MeO 




'H-NMR (DMSO-de): 0.98 (3H, s), 1.00 (3H, s), 1.27 (3H, m), 1.57 (3H, m), 
1.78 (2H, m), 2.69 (IH, m), 2.89 (2H, m), 3.72 (3H, s), 3.82 (2H. s), 
4.31 (2H, m). 6.86 (2H, d, J=8.5Hz), 7.18 (2H, d, J=8.5Hz), 7.43 (IH, 
10 d. J=8.5Hz), 7.58 (IH, d. J=8.8Hz), 7.65 (IH. d, J=8.5Hz), 7.72 (2H. m), 
7.98 (IH. brs), 8.67 (IH, brs). 

g!l!;^^:' 170-171 "C mm^mm:mmx.^)V-MV'fu\f)VJi-r-)V) 

N-[6-[('>;^-2, 6->'^5^;i/-l-tr^U i^r:;!/) ;>^5^;i/]-2-:^75^;W tf^U 
16 i^y-4-iA-y)V:tuyaL::.)V)-i-ti)V^^-^^ V 

Me 

20 'H-NMR (DMSO-dg): 0.98 (3H. s). 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, in), 2.78 (IH, m), 2.90 (2H. m), 3.82 (2H, s), 4.31 (2H, m), 
7.33 (4H, i), 7.43 (IH, m). 7.65 (IH. nO. 7.72 (2H. ni). 7.98 (IH, brs). 
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8.68 (IH, brs). 

1$^: 219-222 t: (m^imm:mm:i:.^)V-i^^Vfu}d}VJL-^)V) 

mmm i i s 

6- (4-^7 b D7x::i;W-N-[6-[(^X-2, 6-v>^5^;Wl-lf ^'J 
5 ;W-2^:^75";W-35^>75H 



Me 




10 'H-NMR (DMSO-d^: 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m). 
3.85 (2H, s), 7.52 (IH, d. 1=8. 3Hz). 7.61 (2H, d. J=8.3Hz), 7.79 (2H. 
d, 1=8. 5Hz), 7.87 (2H. m). 8.20 (IH, m), 8.24 (2H, d, J=8.5Hz). 8.42 (IH. 
brs), 8.46 (IH, dd, J=2. 2 and 8. 3Hz), 9.25 (IH, d, 1=2. OHz), 10.63 (IH, 
brs). 

15 : 229-230 ^ i^^^imm @imx5^;i/->'-f y "/n t!;i.x-x;w 

N-[6-[('>X-2, 6-i^^5';i/-l-kr^U v^-^W ^^;U]-2-:f75^;W-4' 
h^'>[l,l'-lf7xr:jW-4-;&;UJl^=^^U-a h* 




mm 1 7T#fc 6-[(v'7.-2.6-v^p^5^;Wl-fcr'^U>?-;W>t9^;i/]:^7i5^ 
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'H-NMR (DMSO-dj): 0.99 (3H, s), 1.01 (3H, s). 1.29 (3H. m), 1.58 (3H, m), 
3.82 (3H, s), 3.85 (2H, s), 7.07 (2H, d, J=8.7Hz), 7.51 (IH, d, J=8.7Hz), 
7.73 (2H, d, J=8.5Hz), 7.82 (6H, m), 8.08 (2H, d, J=8.3Hz), 8.42 (IH, 
brs), 10.41 (IH, brs). 

5 Mj^: 199-200 "c (ig^^b^ : »Kx5^;i/-^:;-f y:/D tr;i/x^x;W 

mmm 115 

4'-^? n D-N-[6-[(vX-2, e-i^^^^jlz-l-tf^U >^:n;l') ^5^;^]-2-::^75^ 
;H [1, 1' -b*>'x-;i'j-4-;«7;P/j<^it-5 H 

.Me 




'H-NMR (DMSO-dj): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), L58 (3H, m), 
3.85 (2H, s), 7.51 (IH, d, J=8.3Hz), 7.57 (2H, d, J=8.5Hz), 7.82 (8H, 
15 . m), 8.12 (2H, d, J=8.1Hz), 8.43 (IH, brs), 10.47 (IH. brs). 

: 220-222 X: i^^itmm : mmX-^JV-i^-i VZfU kr;i/X-x;i') 

mmm i i e 

4* -i7 D D-N-C2- [ [2-(3- tf U v^-;W -1- 1!^ U i^-iW ^ ^)V] -6-^ J U 
[1, l'-tr7xr:;W-4-i7;P3l?^iJ-$ H 




8 e.nfc 4" p d-n- [2- 0uu^ -e-^ y u x 
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'H-NMR (DMSO-dj) 6: 1.63-1.75 (6H, m), .2.16 (IH, m), 2.87 (IH, m), 3.27 
(2H, m), 3.73 (2H, m), 7.40 (IH, m), 7.59 (3H, m), 7.82-8.00 (7H. m), 
5 8.13 (2H. d, J = 8.4 Hz). 8.30 (IH, d,' J = 8.4 Hz), 8.47-8.54 (2H, m), 
8:69 (IH, s). 
FAB(pos): 533 [M+H] * 

124-126 t: (dec.) (ig^«i« : SI^X5^;l/-v^yyDt!Jl/X- 

x;u) 

10 mmm 1 1 ? 

4- n D-N- [2- C [ (2S) -2- (p^ t! D U v^XjW ;t 5^Jl/3 -6-^^ 

y un;w [1, r-if 7xn;w-4-:«7;i'jJ?WS h* 



8 T'# e> nfe 4' -^^ D D-N- [2- (^ o p ^^;i/) -6-^ y U X . 

15 )V] [1. l'-lf7xr:;i/]-4-;it7;i/>J^^1j-5 H^fflV^T. mmn2 3 i[i^®^f^ 

'H-NMR (DMSO-d,) 5: 1.68 (3H, m), 1.95 (IH. m). 2.33 (IH, id), 2.84 (2H, 
m), 3.25-3.44 (5H, m), 3.64-3.71 (IH, nO." 4. 28-4.35 (IH, m), 7.59 (3H, 
m), 7.82-8.08 (6H, id). 8.14 (2H, d, I = 8.4 Hz), 8.29 (IH, d. J = 8.4 
20 Hz), 8.53 (IH, s), 10.62 (IH, s). 
FAB(pos): 486 [M+H] * 

il!^: 172-174 r (^^«iS : SfMX5";i/-5-*^ V t!;UX-xJl/) 

mmmi i s 

tert-y^";!/ (2S)-l-[[6-[[(4* P □ [1, 1' -k*7xx;i/]-4-'r;W:*J Jl/Jj? 



Me 

I 
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Me. 



CI 



##^J 8 T?# e.nfc 4' D D-N- [2- {^UU:^ -6-=^r / U - 

5 'H-NMR (DMSO-de) 5: 1.38 (9H, s), 1.80 (3H, m), 2.05 (IH. m). 2.92 (IH, 
m), 3.35 (2H, m), 3.82-4.17 (2H, m). 7.62 (3H, m), 7.82-8.08 (6H, o). 
8.14 (2H. d, J = 8.8 Hz), 8.30 (IH, d, I = 8.4 Hz), 8.53 (IH, s), 10.63 
(IH, s). 

FAB(pos): 542 [M+H] ' 
10 U!,^ : 1 63-1 66 t: : imx5^;i/-5?-f V tT^P tr;i/x-x;u) 

%%m 119 

4-(4-pt h^v7xr;W-N-[6-[(2, 2, 6. 6-x h^^9";Wl-l:f^U>^-;W 
;^5^;W-2-:^-75^;i/]-l-tr^Uv?>*;i'#^"!}-5 H . 



15 1 9 6- [(2, 2, 6, 6-7" h ^^5^;i/-l-tr^U -2- 

'H-NMR (DMSO-d,) 5: 1.00 (12H, s). 1.53-1.81 (lOH, dO, 2.71 (IH, m), 2.88 



20 Hz). 7.18 (2H, d, J = 8.8 Hz), 7.52-7.79 (5H. m), 7.97 (IH, s), 8.66 (IH, 
s). 




(2H, b), 3. 72 (3H, s), 3.90 (2H, s), 4.30 (2H, m), 6.86 (2H, d, J = 8.8 
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10 



15 



20 



FAB(pos): 514!)1+H3 * 

: 1 64-1 66 "C m^itmm : Mx^;Wi;^ y 

mmm 12 0 

4' h^'>-N-[6-[(2, 2,6. 6-x h7^5^;Wl-tf^U >?r:j0^5";W-2- 
:J-75^;W [1, l'-h:*7x:n;W-4-:«;;pJ^=^^i^-5 H 




Me. 

1 9 -vmft 6-[(2. 2. 6. 6-r h ^^5^;M-fc!^U S^:::;^ ^5";P]-2- 

'H-NMR (DMSO-d,) 6: 1.01 (12H, s), 1.55 (6H, m), 3.82 (3H. s), 3.93 (2H, 
s), 7.06 (2H, d. J = 9.2 Hz). 7.57 (IH, d. J = 9.6 Hz), 7.71-7.87 (8H, 
i), 8.08 (2H, d, I = 8.4 Hz), 8.41 (IH, s), 10.40 (IH, s). 
FAB(pos): 507 W+H] * 

16* : 212-214-0 : V >^D If^X-x;!/) 

mmm 121 

4' -7;P^P-N-[6-[(2, 2, 6. 6-x h^^5^;U-l-t!^U i^x;i') ;^^M-2- 

i-y'f-M [1. r-tf7x-;W-4-;i7;i'2H4^'t>-5 H 

Me 

o ^ ^ ^ 

^ ^g' 





#5t0IJ 1 9 'Vnft 6-[(2, 2, 6, 6-T h ^^5^;i'-l-tr^U i^-JW ;<5^;l/3-2- 
'H-NMR (DMSO-de) 6 : 1.01 (12H, s), 1. 54 (6H, m), 3.93 (2H, s). 7.35 (2H, 
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m), 7.74-7.87 (8H, i). 8.11 (2H, d, I = 8.4 Hz), 8.41 (IH. s), 10.43 (IH. 
s). 

FAB(pos) : 495 [M+H] * 

MA: 238-241 (MM^I^E : i^^X^^^-S^-f vyPtf;i/X-x;W 

4' -^5";i'-N-[6-[(2, 2, 6, 6-t- h ^^^;i'-i-t?Hu >?x;W ^5^;w-2-:^ 



##^»J 1 9 6-[(2, 2, 6, 6-r h5^5^;Wl-tr^U v^n;!/) ^^;i/]-2- 
10 i-y^ly>TS.y^m^^T. *»J5 4®3) <h|^SI©^f^Sff-5 2:^CJ: 

'H-NMR (DMSO-de) (5: 1.01 (12H, s), 1.55 (6H, m), 2.37 (3H, s), 3.93 (2H, 
s), 7.32 (2H, d, I = 8.2 Hz), 7.57 (IH. d, J = 9.6 Hz), 7. 66-7. 87 (8H. 
m). 8.10 (2H. d, J = 8.6 Hz), 8.41 (IH. s), 10.41 (IH, s). 
15 FAB(pos): 491 [M+H] * 

: 235-237 x: (mMmm : ftMx^^;!/-^?^ v::f n if;i/x~x;W 

4" D D-N-[6-[(2, 2, 6, 6-x h ^^9^;Wl-t!^U i^:z)V) :A^}V]-2-± 
y^M [1, 1' -lf7xx;i/]-4-;^7;PjJ-:^i^-a K 




1 9 -e^fc 6- [(2. 2. 6, 6-x h ^^5';Wl-tr'^U :^^)V]-2- 



Me 
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'H-NMR (DMSO-dj) 5 : 1. 01 (12H, s), 1. 54 (6H. m), 3.93 (2H, s). 7.57 (3H. 
m), 7.74-7,89 (8H, m). 8.12 (2H, d, J =8. 6 Hz), 8,41 (IH, s). 10.45 (IH, 
s). 

6 FABCpos): 511 [M+H] ♦ 

mmm 124 

4'._^ D P-N-C6- [(i^-r V :/u tf;i/75 y);<^M-2-i-y^M [i, i* -e 




.^^m 07?#e)nfcN-[6-[(i^<v:/Dtf;i/7^/)p^5^;w-2-:}-75^ 

•H-NMR (DMSO-de) <5 : 1.03 (12H, d, J = 6. 6 Hz), 3.01 (2H, m), 3.75 (2H, 
15 s), ,7.52 (IH. d. I = 8.7 Hz). 7.57 (2H, d, J = 8.7 Hz), 7.76-7.89 (8H. 
m). 8.12 (2H, d. J = 8.4 Hz),- 8.43 (IH, s), 10.47 (IH, s). 
FAB (pes): 471 [M+H] * . 

Mj^.: 246-250 -c (jg^ft^ii : »Mx^;w>?-f vi/d kr;vx-7^;i') 

mmm 1 2 5 

20 6-(l-t?nU':^njM5^;W-2-:^75';U 4-(4-^'PD7xr:;W-l-tr'<U 




2 6-(l-tra U i>:z)V;f>^)V)-2-i-y h-;p 
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.'H-NMR (CDCI3) 6: 1.68-1.83 (6H, m), 1.90-1.95 (2H, m), 2.55 (4H, m), 

2.74 (IH. in). 2.97-3.12 (2H. m), 3.77 (2H, s), 4.49 (2H, m), 7.17 (2H, 
5 m), 7.26-7.33 (3H, m), 7.49 (IH, m), 7.55 (IH, d, J = 2.4 Hz), 7.73- 
7.76 (2H, in), 7.81 (IH, d. J = 9.3 Hz). 
FAB(pos): 449 [M+H] * 

m.^. : 1 2 1-1 23 -c (mmtmm mm:j^^)v-i^^ v tr;i/x-5^;i/) 

IIM^J 12 6 

10 6-(l-lfDU>^-;|/;^5^JW-2-:J-75^;i/ 4-(4-p< h^5>7xr:;|/)-i-tf^ 




6-o-tf^U5?-;^^5";^)-2-:^7 h-;i/ ^fb7K*i^:e 

15 *ttT#fc. 

'H-NMR (DMSO-dg) 5: 1.71-1.80 (8H, m), 2.50 (4H, m), 2.75 (IH, m), 
2.99-3.15 (2H, m), 3.72 (5H, s-like), 4.14-4.32 (2H, m), 6.88 (2H. hO, 
7.20-7.33 (3H, m), 7.50 (IH, n). 7.65 (IH, s), 7.82-7.93 (3H, m). 
FAB(pos): 445DII+H3 * 

20 Sl!.^^: 127-129 *0 (^^MiS : Bl^x5^;p-v-r y:7°D tr;px-x;i/) 

mmm 1 2 7 

6-(l-tfDUi^x;M^JW-2-±75";|/ 4-(4-;<5^;i/7xXj|/)-l-tf^U 
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'H-NMR (DMSO-dg) 5: 1.72-2.00 (8H. uO, 2.28 (3H. s). 2.51 (4H, m), 
5 2.68-3.15 (3H, m), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (lOH, m). 
FAB(pos): 429[M+H] * 

ii!.^ : 238-240 x: im^mm : S^mx5";i/-i^-< y bf;px-x;i/) 

^M^J12 8 

6- (1- tf □ U -2-:^7 4- (4-7;P:t o 7 xn;i/) -i- tf ^ 

10 u>?>:^j;i'3l^+5^w-h 



2 2 T#fc e-d-tf P u >?n;i/p^5^;i/)-2-:^7 h-;i/ ^itT^mmM 

16 'H-NMR (DMSO-dj) 6: 1.73-1.91 (8H, m), 2.51 (4H, m), 2.71-3.15 (3H, m), 
3.76 (2H, s). 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H. m), 7.52 (IH. m). 
7.66 (IH, m), 7.90 (3H, m). 
FAB(pos): 433 [M+H] * 

m.^: 106-108-0 im^imm:mmji^jv-i^^v^u\d)UJi-T)V) 
20 mmmi 2 9 . 

6-(l-trPUi?x;M5^;W-2-:J-75^;W 4-yj:=.}V-l-\d^^)S^>:^M 





2 2 6-(i-t!P u >'x;i/p^5^;i')-2-:^7 ^tTi^M^U 
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'H-NMR (DMSO-dj) .5: 1.69 (2H. nO, 1.90 (4H. m), 2.00 (2H. m). 2.82 (IH, 
m). 3.12 (2H, a), 3.22 (4H, i), 4.21-4.49 (4H, m). 7.16-7.44 (5H. m), 
6 7.75 (3H, n), 7.93-8.12 (3H. m).. 10.69 (IH. br). 
FAB(pos): 41BEM+H]* 

: 213-21 5 "C (m^imm : Bmx^JWP^ y -fa tfJl/X-x^) 

mmm 1 3 o 

N-(2-;<5^;P-l. 2. 3, 4-x h FD^>y[b] [1, 6]:^75"'J i^^-S-f 
10 ^P) [1. r-lf7xn;H-4-;i7;U3)^^lJ-5 K 




2 3 X-mfc 2-/5^;|/-l. 2. 3. 4-t- h ^ b Kn^>y [b] [1. e]:^^^^ 

16 'H-NMR (DMSO-dg) 5: 2.42 (3H, s), 2.80 (2H. m). 3.10 (2H, m). 3.71 (2H, 
s), 7.B3 (3H. m), 7.78 (2H. d. J = 8.4 Hz), 7.83 (3H. m), 8.00 (2H, m), 
8.12 (2H. d. J = 8.4 Hz). 8.47 (IH, d, J = 2.2 Hz), 10.56 (IH. s). 

il!.-^ : 236-238 *C (i^^«S : V ^ O tr;i/X-x;i') 

mmm i 3 1 

20 4'-7;p:ta-N-(2-p^^;i/-l. 2,3,4-7^ h7t HD^^l/Cb] [l,6]:f75"U 
>^>-8-'f;0 II. 1 •-k*7x:::;W-4-;^7;l'3j?:^+l'5 K 




2 3 xmtc 2-^^)V-\, 2, 3, 4-x h 7 1 H □^>V'[b] [1, 6] i-y^ 

25 mmit^m^mm^tvxm^. 
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'H-NMR (DMSO-dg) 5: 2.42 (3H. s). 2.80 (2H, m). 3.10 (2H. nO. 3.71 (2H. 
s). 7.36 (2H. m). 7.88 (5H. m). 7.99 (2H. m). 8.11 (2H,. d, J = 8.4 Hz), 
8.46 (IH, d, J = 2.2 Hz). 10.56 (IH, s). 

a-i^ : 230-232 X: m^itm : mmx^)V-z^-i V Z^U tf;PX-T;0 
. 4^-i7DP-I^-(2-p^5^;^-l,2.3,4-f•^^t:HP^>yCb][1.6]:^79^U5^ 

y-%-^M Ci. i'-if7x:z;w-4-*;i/!j?=^'y-5 H 



2 3 -r^fc 2-^5^;i'-l, 2. 3, 4-7" h ^ k F P^>y [b] [1. 6] 
10 Uv>-8-T$>^fflViT, ««il5 4©3) i:|5lil(^^^fT5 d i:(C<t 0> 

'H-NMR (DMSO-d^ 5: 2.42 (3H, s). 2.80 (2H. m). 3.07 (2H, m). 3.71 (2H, 
s). 7.58 (2H, d, J = 8.4 Hz). 7.80-7.99 (7H. jd). 8.12 (2H. d, J = 8.4 
Hz), 8.46 (IH, d, J = 2.0 Hz), 10.57 (IH. s). 

15 m^: 238-240 1: (M^{b« : S^mx5";i/->5^ V tf;i/x-x;p) 

m^rn 13 3 

N- [2- [ (rM y i/P tf ;P7 S y ) -6-=^ J U x;I/] Cl . l ' - e x:i 
;i/]-4-;ij;P3j^^riJ-5H 



1 0 Tftfe N- [2- [ {p-i v^u tf;i/7 5 y ) -6-=^>' u 

'H-NMR (DMSO-dg) 5: 1.03 (12H, d. J = 6.6 Hz), 3.02 (2H, m). 3.86 (2H, 
s). 7.43-7.56 (3H, m), 7.69 (IH, d. J = 8. 4 Hz), 7.67-8.05 (6H, m). 8.12 
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(2H. d, J = 8.4 Hz), 8.26 (IH, d. J = 8.4 Hz), 8.51 (IH, d, J = 2.2 Hz), 
10.58 (IH. s). 
FAB(pos) 438[M+H] + 

Mjk : 208-209 x: m^mm : mmx^)i-i^^ v^u if;vx-x;i') 

[1. i'-t*7xn;H-4-;^;i/3i?:^^iJ-5 H 




'H-NMR (DMSO-dj) 6: 1.02 (12H. d, J = 6.6 Hz), 3.02 (2H, m), 3.82 (3H. 
s),' 3.85. (2H, s), 7.07 (2H, d. J = 9. 2 Hz), 7.72 (3H. m). 7.82 (2H, d. 
J = 8.4 Hz), 7.96 (2H, m). 8.08 (2H. d, J = 8.8 Hz), 8.25 (IH, d, J = 
15 8.4 Hz), 8. 50 (IH, s), 10.55 (IH, s). 
FAB(pos) 468[M+H] + 

m>}^'. 223-225 -c (i^S<b^iE:B^^x5^;i/-5?-ry>^aif;px-x;W 

^mm 13 5 

N-[2-[(i^-r v^u\f.)W^J):^'^)V\-^-^J Ux;W-4' -yMu 
20 [i,i'-t'7xx;W-4-;<7;i/:i}?4^U-5H 



Me 




1 0 N-C2-[(>''f V7°n t:>75 y ) ^^'JW-e-:^/ u 
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'H-NMR (DMSO-de) 6 : 1.02 (12H, d, J = 6.6 Hz). 3.02 (2H, m), 3.86 (2H. 
7.35 (2H. m), 7.69 (IH. d. J = 8.4 Hz). 7.80-7.88 (4H, m). 7.96 (2H. 



m), 8.11 (2H. d. J = 8.4 Hz). 8.25 (IH, d, J = 8.4 Hz). 8.51 (IH, d, J 
6 =2.2 Hz), 10.58 (IH. s). 
FAB(poS) 456[M+H] + 

M: 207-209 -c (mmmm : mmx.^)\^-M ^j:fu\d)vx-7')i) 
mmm ise 

10 Ky3L=.)V]-i-tJ)V-^^-^s. K 



1 0 N- [2- [ (>^-< y :/o tf;P7 B./)^ =^)V\ -6-^r J u :::;W 

15 'H-NMR (DMSO-dj) 5 : 1.02 (12H, d. J = 6. 6 Hz), 2.37 (3H, s), 3.02 (2H, 
m). 3.85 (2H, s), 7.32 (2H, d, I = 8.2 Hz). 7.69 (3H, m), 7.84 (2H, d. 
J = 8.4 Hz). 7.96 (2H. nO, 8.10 (2H. d, I = 8.2 Hz). 8.25 (IH, d. I = 
8.8 Hz), 8.51 (IH, d. J = 2.2 Hz). 10.56 (IH. s). 

FAB(pos) 452[M+H] + 
20 : 225-227 "C (jg^{b^i« : mmT.=^)V-'M V \i)VS.-^)\^) 

N- [2- [ {v^ V :/o \i)V7 ^/)^ -6-^ y u -;n -a- (4-^ 5";p7 x 




Me 
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Me 




5 'H-NMR (DMSO-de) 6: 1.02 (12H, d, J = 6.6 Hz). 2.39 (3H, s), 3.02 (2H, 
m), 3.86 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.70 (IH, d," I = 8. 4- Hz), 
7.97 (2H, in), 8.13 (3H. m). 8.27 (IH, d, I = 8.4 Hz), 8.42 (IH, m). 8.50 
(IH. d, J = 2.4 Hz). 9.22 (IH, d, J = 2.4 Hz), 10.70 (IE s). 
FAB(pos) 453[M+H] + 

10 Sl!.^.: 211-213 1C m^nitmm:mmX'^)\^-'M'J'fU\d)VX-y'M 

mmm 1 3 s 

xn;i/) -n- [2- [ (v'-Y y \L)W 5 y ) J U 



15 0T#fcN-[2-[(5?^V7'ot°;i/7Sy)/9^;W-6-^y Un;W 

'H-NMR (DMSG-dj) 6 : 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.61 (2H, m). 7.70 (IH, d, J = 8.1 Hz). 7.93 (2H, m), 8.23 (4H, m), 
20 8.48 (2H. id), 9.25 (IH, m), 10.74 (IH. s). 
FAB(pos) 473[M+HH- 

il!^ : 201-203 (igSib^i* : f^^X^^JP-S^-f V t!;l/X— 
11^^13 9 



Me 




Me 



20 
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N- [2- [ y tf ;i'7 s y ) >^ 5^; W -6-^ y U -4- ^)\^y x 

Me 

O i^^'^Y^N-^Me 

. 'H-NMR (DMSO-de) d: 1.02 (12H, d, J = 6. 9 Hz). 1.60-1.77 (4H. m). 2.26 

(3H. s), 2.85-3.03 (5H. m). 3.82 (2H, s). 4.43 (2H, m), 7.12 (4H, m), 

7.62 (IH, d, J = 8.4 Hz). 7.79 (2H, s-like), 8.05 (IH. s), 8.12 (IH, d. 

10 J = 8.8 Hz). 8.81 (IH, s). 

FAB(pos) 459[M+H]+ ' 

184-186 t: (i^^»ii:i^^X5^;i->?^y7'Pk>X-x;i.) ■ 

4-(4-^PD7xn;W-N-[2-[(5?'f vyofcf;i/75 y)p^5";w-6-^/ 'J 
15 n;n-i-t:^u>^>*;pj|?j^'t»-5h* 

Me 




a' 

"H-NMR (DMSO-dj) 5: 1.01 (12H. d, I = 6.3 Hz), 1.59 (2H. m). 1.81 (2H. 
s). 2.78-3.00 (5H. m), 3.82 (2H. s), 4.32 (2H, m). 7.32 (4H. m). 7.62 
(IH, d. J = 8.1 Hz). 7.79 (2H. s-like), 8.05 (IH. s). 8.12 (IH, d, I = 
9.0 Hz), 8.81 OH, s). 
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FAB(pos) 479[M+H] + 

Sl!,^ : 201-203 X: (^^mm : Mx^^jP-v'^ V^U hVPX-x;!/) 

mmm i 4 i 



2 4 l?#e.tXfcX5^;P[5-[(4-:/D^:^>5^;U):r^>'3-lH-f > H 
-;p-2-f;Wpt^y-;i> (lOOmg. CSOluimol) thVX.^)V7^> (O.DSOil, 
CSeimol) C9-rh^tKn77> (3inl) ^^gfc CCT^ >x;P!}nx;1/^ n 
10 U H (0.0256inl. O.SSlimDol) IS^i'Mflli^bfc. K^?S?fcb!DUi^> 

(0.3ml) ^-m^. immmt^hfc^. l ^^:l^$tlP;^i^X5^Jl/X-x;Pl? 

(l.Smg) ?fe#;^to 

•H-NMR (CDCI3) <5 : 1.83 (4H. m), 2.62 (4H, m), 3.80 (2H. s), 5.04 (2H. 
s). 6.27 (IH, s), 6.85 (IH. dd, J = 2.4, 8.4 Hz), 7.05 (IH. d, J = 2.4 
Hz), 7.19 (IH, d, J = 8.4 Hz). 7.33 (2H. d. J = 8. 6 Hz), 7.49 (2H, d, 
20 I = 8.6 Hz). 8.95 (IH, s). 
%mm 14 2 

6-7xx;i'-N-[6-(i-lf n U>^x;M^;W-2-:?-7^;Hxn5^>T5 H 



1 8 Xnit 6-(l-lf O U e^x;M5^;i/)-^-7^ l^>-2-7S ><&fflVi 

25 T. ^»j5 4©3) tnm<Dm'^m^z.t\z^ri^ Mit^m^^m 



5 



H 
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'H-NMR (DMSO-dj) 6: 1.73 (4H, m), 2.50 (4H, in). 3.75 (2H. s), 7.47-7.59 
(4H, m), 7.77-7.92 (4H. m). 8.20 (3H, m), 8.44 (2H. m). 9.25 (IH, m), 
10.63 (IH. s). 

5 m.^: 212-214 "c : itmx5^;p-s;-f V tr;!/X— r;P) 

*Jfi«»ll4 3 

6-(4-^ j.:^i/7x-;i/)-N-[6-(l-t!P U >'r:;i/^5^JU)-2-:f 75";i/]:=^3 



10 8-e#;t6-(l-tfPU .>':::;^^5^;^):^>'^5'^'>-2-75>^Sr^^i 

'H-NMR (DMSO-d,) 6: 1.72 (4H. m), 2.50 (4H. m), 3.73 (2H. s). 3.85 (3H, 
s). 7.09 (2H, d. I = 9.0 Hz). 7.47 (IH. dd, J = 1.5. 8. 4 Hz). 7.76-7.91 
15 (4H. m). 8.10 (IH, d. J = 8.4 Hz), 8.18 (2H. d, J = 9.0 Hz). 8.38-8.44 
(2H, m), 9.20 (IH. m),. 10.59 (IH. s). 

MA : 261-263 (l^^mm : l^mx^;i/->?'f V ^P lf;PX-x;l') 
^llg^J144 

6-(4-7;P:rP7xx;w-N-[6-(i-if p U i?x;i/j^5";P)-2-:^75^;Wxn 

20 5^>75H 



#5|^J 1 8T#rc 6-(l-b°PU>^x;M5^;W-^7:$'P>-2-r5 >^fflVi 
i^tLxntco 
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'H-NMR (DMSO-dj) 6: 1.71 (4H, i), 2.47 (4H, m), 3.72 (2H. s), 7.41 (2H, 
in), 7.48 (IH, d, J = 9.6 Hz), 7.76-7.91 (4H, m), 8.18 (IH, d, J = 8.4 
Hz). 8.28 (2H, m), 8.45 (2H, m), 9.24 (IH, d, J = 2.4 Hz), 10.63 (IH, 
s). 

5 116;^ : 238-240 t: (S^S^b^iSE : Bf ^X5^;i/-$?-r V :/n t!;UX-x;W 

mmm 145 

6-(4-p<5";i'7xr:;W-N-[6-(i-tfD U >?r:;Pp^g^;i/)-2-:^75^;W-35^ 
>75 H 



10 ##^J 1 8 6-(l-tfP U v^-;P^5^;P) ^>-2-7^ >*ffl 



'H-NMR (DMSO-dj) (5: 1.71 (4H. m)..2.39 (3H, s). 2.47 (4H, i), 3.71 (2H. 
s), 7:35 (2H, d, J = ,7.8 Hz), 7.45 (IH. dd. J = 1.8, 8.4 Hz). 7.74-7.89 
15 (4H, m),. 8.12 (3H, m), 8.44 (2H, m), 9.23 (IH, ■). 10.62 (IH, br). 

: 260-262 V (m^mM : g^^X5^;W v^-f V :/n \£)VX-y-)V) 

mmm 14 6 

6-(4-i7 no7xz:;W-N-[6-(i-tf p U 5^n;M5^;i/)-2-:f75^;Wnn5^ 
>75 H 



1 8l?#fc 6-(l-lf P U >'-JP;<5^;W:^7^ l/>-2-7$ >*fflVi 

T. ^16095 4© 3) tmmom^^no:-t\z^r)^ mmit-^^^mm 

'H-NMR (DMSO-dj) 5: 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.47 (IH, 




20 
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dd. J = 1.8. 8.4 Hz). 7.61 (2H. d. J = 8. 4 Hz). 7. 76-7, 88. (4H. m). 8.23 
(3H. m). 8.45 (2H. m). 9.24 (IH. d, J = 1.5 Hz). 10.68 (IH. br). 

at : 270-274 "c im^mm : mmji^)i^-M y vf;px-x;w 



5 mmmi 

(1) 1 -m^tlftit"^^ 5 0 mg 

(2) 3 4iDg- 

(3) h^^u:2zymB 10.6mg 

(4) h^^eunzymB Smg 

10 ' (5) XxTU >BI'7^^^v^7A 0. 4 ig 



(6) :fy)l:^^z^:^^}V-^)\^U-7.i]}V-^t7A 20m 

th 1 2 0 iDg 

^mizm^±m (o ~ (6) m^h. mm^m^^^xtsm-r^^tiz^ 

15 

1-1 7 y hm^^ cDNA ^ffi V^fc PCRjSfetC J; i> yyh SLC-1 ^^^^1= 
cDNA (OJii|>g 

Mffii*5l5poly (A) *RNA .(^a— ^-ry^tt) '^MM^iU yy^hrf 
y^-^-^m ViT2»^^HJSSS:ff fc. ^ RNA PCR ver-. 

DNA zfy^ ^^it^^wmmzmm-^n^mmM^f-^^m^-^M^ 
v\zmfikiy^iAs ^©iiJ(C3ife^©5' -dinc^nra^sai i (Dwrnrr^^ms, 
m«#i)n$n> 3' m\zmmmm spe i ©^nr^i&ssB^Jj&^ftJD^n^ 

j;£:^©W«.cDNA^S5 u K'&^DNA-y7-1'-7-=&0.4 MM.0.25inMdNTPs, 

pfu (Xh^^i^->tt) DNA#U;<^-if0.5 fi \ ^^ZMmmmony 

(;t-:^^>x;i/'7-tt) ^m^^ 94*0 • 6O#©i)Dfi0^, 94*0 • 60^. 



wo 01/82925 



188 



PCT/JPOl/03614 



60*0 • 30 72*0 • 150 #©ij--f 35 mmr)MU mmz i2vr lo 

1 - 1 Tff PCR 0. 8 % (0^m^715u-7.^ 

^miKLfco PCR-Script™AinpSK(+)i^O-->^:^>y h (X b^i5'>'->|f:) 
10 ©5!l:;;&{C^Vi, miRbfeDNASy^X^ H^^iS'-pCR-Script Amp SKO'v 
•tJ-:/^n— ->^*L;fe:. irtl^Xi/xUbT nU (Escherichia coli) XL-1 
Blue Ub^^v^-» \zmXVXmmmkhti^. cDNAjfA^it^ltO^ 

•rS^O->©^&MffiUfcO^^^;£fflViT^>^b> ?^Mfeife#:B. coli 
15 XL-1 Blue/ ^ h SLC-1 m®i^a->Sr7>l:f v'U >Sr^tf LB^ 

SfiT-ljfei^^b. QIAprep8 mini prep (^7y>tt) SfflViT:/^^^ H DNA 
SrHglbfe. ilMb;feDNA©-|»SffiViTillS»^Sal I:fe.J:t;Spe UCj; 

B3^J©j^€®;feJ?)©SJiSJi DyeDeoxy Terminator Cycle Sequence Kit (/t— 

SLC-l ^yn^n (@B^J#-^: 3) ^n-Ht-^cDNAgg^J (Lakaye, B. et al. 
Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 (1998), accession No. 
AF08650) <D5' -Hit Sal m^@2^Jdt#JPt, 3' ffiUfc Spe mi»SB?iJ*t#jD 
25 L;'5:ji^ffi^Ji:-g:-r52:t?£?ilEUfe (SJiJ#^ : 4) . 

1-3 ^ y h SLC-l cHo mmmn 

^J^n-HL. 5' fiOlCSal I^ii@HW#iPb> ^fe3' tJtCSpe limM 
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coli cp^P->J:OPlasinidMidi Kit (^r^>1^) SfflVJT::^^^^ 

mmv. mmmm^zi i:^^z^sm itwut-t >it-hgg^^^Daib 
5 tf^^^nis.'oxm^vrco y^- h dna & sai i :fe j;txspe I -^msi 

HpAKKO-UlH (Hinuma. S. et al. 
Biochim. Biophys. Acta. Vol. 1-219, pp. 251-259 (1994)§a«cOpAKK01. IIH 

-i^-ys y^nfs.\\ Me%^ffl:/^X5 HpAKKO- SLC-1 mmx^tco 

10 pAKKO- SLC-1 T^^Mfe^Lfc E. coli DH5( h-g-^l^-) <£ig^^,Plasinid 
Midi Kit (=^-7y>lt) S^ViTpAKKO- SLC-1 ©^7^5 H DNA ?£PS8b;fc. 
::nS CellPhect TransfectionKit (TTv^-^A^T^U'^v'T/H^tx^^tt) 
^^fflVi^coyn l>3;WtfcTCH0 dhfr-iffliafc^At:fe. 10 At g ©DNA 

^^)yn^)wy^h.t(DmmmmtL. 24^^w-5 x io»*fc«i x io« 

15 ®©CHOdlifr-M$MaibrclOcin'>^-l/t^inL.fco lO^ji^v-B^M^ 

5 SLC-1 zmmw^h^'f^m.msMmou on-se ^ t3.->s^Siibfco 

1-4 ^fi^ y h SLC-1 :/^-SaHiDRNA ©fgS*©SVi CHO/ 

20 SLC-1 

mmm 1 - 3 tm^L-^titc m/ slc-i 45^ se o->©#ft^^y h slc-i 

Ix'-feyiS^-gaK DiRNA 0^m&^ Cytostar IPlate {J-^i^^J^y 7)^^^ 

CHO/ SLC-lt*0#^D—>S Cytostar T Plate well fc2.5 x 10*MT 
25 O^ai/T 24 Itia'^lll/;/^:^. 10%.5}^;i/'7U >fc.J;oT*ilia*03£bfeo ^ 
well (c:0.25% TritonX-lOO&^JPLTSBflScDSiSit^fetfm »S ^'^JW 

Ufc@S^J#^ : 5© riboprobe ^MXX/Wf^J X-^^^tc, 20 mg/ml © 
RNaseA^^^well tcJP^Tjiii© riboprobe *mb,:/l/-h^«fc<»b 
fe^> ;W:/Ui?''f Xbifc riboprobe ©iS[|*^g14& Topcounter "CSa^L/^/S:. 
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1-5 b h SLC-l cDNA ^^t^-fyT. 5. 
khMOTfi^cDNA library (SUPERSCRIPT™ cDNA Library.'GIBCOBRLS:) 
5 Genetrapper cDNA positive-selection system (GIBC0BRL|I:)(DTz:a.7 

MZ^-oX . 7 7~i?Fl X> H^^ 1^7— ^?&ffiViT,DNA{C nick ^Atl 
m x->xUk7 3U x=1ry>?^l^7-'tf III*^M-r§J:i:lc:j:0> 
. l2^^hhJ}&J-lJiifi*cDNA library SPMbfCo 

Kolakowski Jr. (Kolakowski Jr., et al (1996) FBBS Lett. Vol. 398, 
10 pp. 253-258) ©#0{cS:3'ViT^^ Lfcg2^J#-^. : 6 (D'^m^ U ^ U:t 
(accession No. U71092 O 1434-1451 (1*8^) ©3' biotin-14- 
dCTP Terminal Deoxynucleotidyl Transferase <&ffiViT#lIBU biotin-fb 

15 1 *mt: cDM 1 ibrary itig^ 95t:T 1 ^J^-^taUfc:^, ^± 

• biotin{t:tU d"^^ k:t5^K 20 ng Sjta^, ■•37'CT 1 ^F^. 

U iS^-f if-i^ 3 >/\* y 7 7 -TA^ U iS^-f X bfco X hl^:/ h 7 If 
>^>t?-XSJP>Lv MAGNA-SBP Magnetic Particle Separator (GIBCOBRL ^fc) 
^fflViT. blotin<k:tU::^5?^7l/:t5^Hfc;W::^Ui5^'rXU)'i;:l*mbMfe 
20 ilfl»S*cDNA^#^U Kolakowski Jr: (Kolakowski Jr., et al 

(1996) FEES Lett. Vol. 398, pp. 253-258) izmr^^^Xf^mhfcmmm^ : 
rO'&figrt'Jrf^^ U':t5^H (accession No. .U71092 O 1011-1028 (Cffi^) 
50ngSr:/7'f'7>-lCbTVXa7;i/fc^oTtBIIIIS:'&^b, 2*li7'77. 

25 ##^J 1-6 #SIL//t b h SLC-l cDNA tt^WyXB. H ®*ISS3^JOj*^ 
^mn-SX'^^nft'fyT.S. H^ELECTR0MAX™DH10B™Cells {^IXl^^ 

.hu-^u~iy3>mxmxvxmnumvm^. coNAjfAS^M-^^o^a- 

>^7>tfi/'J>3St?J^X-gal ^"^trLB^5cl§Wr;S^L, Sfe^MT^^^ 
D->0^&JS0L//to*^«^T:3OViTi^g|L, J^Sfem#:E. coli. 
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DHl OB/hSLC-1 ^mcom^<D^U->t:7>\:^>'V >*^tr LB 

mL. QIA prep8 mini prep (^^t^T^^tt) '^fflViT7'^X5 H DNA^fflMb 

Tcc MM^M^1&<^Tclt>(DR^\t. DyeDeoxy Terminator Cycle Sequence Kit 

6 m^Lto ^<D^^. mmm^: 8\zm-rmmm?>nfto zz\z^^nrc 
mmmm^:2- n-r s 7 5 y mmn (mn^^ : 9 > lakaye e <om^ 

(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 

^c::fe^iT^ kh SLC-1 ©IB^iJ^r^tft h^fi#:DNA@H^J (accession 
number :Z86090) ^ht\ZLXyyh SLC-1 7&>6>^ii$nfcE^JibTii^$ 

10 tiTVifc t h SLC-1 r^ymmmt^m-fs^oxisK). mimm<D-^ e. 1 69 s 

([X 64 75 /K±JKJCili!l&n K >X^^ ATG At mRNA ±T?#^ET5 C t 
TViS. c:©E^J£ii- H-fS DNA ^^ti^yTsS, \i\z^^mnUWiW- 
Escherichia coli DH10B/phSLClL8 ^ I FO^^X^N I BHKl^feL^fc. 
##•6!!) 1-7 k hJ5&ieii**cDNA ^m^fzVCRmz^^ k h SLC-lcDNA© 
15 iiili 

,;>^_>,^^y;/^jCJ;t)^o-^>i^$n7^kh SLC-1 DNASB^iJ^^tP 

^^tl-^tlffJ^ofc. Ba^OJi«|DNA&th SLC-1 (S)t. ^^©igiiiDN 
20 A^k h SLC-1 a) t^^LfCo -^^DNA l^/'^-f-T-tt^^^MSfclilR^n 

iss^^sai I (Dmrn-r^Mmmii^^nm-^n. ^tcz' Mt^^^spe i, 

25 SLC-lDNAS2m'^ty:^7X5HIIS5 II K •&^DNA:/9-f7-^0.4 
MM. 0.2 BiM dNTPs. pfuDNA jJ?U^^-if 0.5 n \ ^kXm^Zjimo/'^y 

yr-X. liMJS*^ 50 ijl 1 i:L;to Jii|i(Dfc86©+i--r ^M^iJ— •^>'HJ--r 
(A'-^>x;l/T-tt) 94-0 • 60 94t:-60#, 

57*0 • 60 72"C • 150 ^<DV--i 25 Eli^OigL. «^(C 72*C • 10 
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^U^^tr:/^X5 F^M5 (i l>•&^!gDNAy^'f•7-^0.4 Ai M>0.2inMdNTPs. 
pf uDNA ij / ^-if 0. 5 jti 1 ^^ZmM\zm<D/'^y 7 ^R^&fitt 

50 u 1 tLfc. Jii|icD;tJe)0iJ-'f i^JHiiJ--T;HJ--i'^^~- (/^-^>xji/ 

5 -^-m 94*0 • 60#©JPli®^^ 94*0 • 60 #s 60"C • 60 72*C • 

10 jf A cDNA cDNA mmomm, 

mm 1-7 Tfr:^^ PGR ft©S;&^«^tt 0. 8 %®<£iU;iSr:<f D-x^ 

^m'^hfcc PCR-Script™AipSKC)^'P-->^^y h (7shy^>^->^) 
15 <Dmt\zm\ ©iRbfcDNA ^7*^7.5 H^^iS'-pCR-Script Amp SKO'v 
•^)'^i7U-->^Lrco Jin^X>^xUt7 nU (Escherichia col i) DH5 
o cbiipetentcell (h-3-7i?-) fo^ALT?^M^ilL.m cDNA}¥A»f 

e€?&M'r'5^^n->(D^*MBILfeo^:^«^<£fflViT^}>fllb, SLC-l 
20 (S) (Omn^Wk^ 1^ coH DH5 o/hSLC-1 (S) t k h SLC-1 a) ©J^Kfe^^: 
coiiDHS a/hSLC-1 (L) ^f#;fe. ®>i?Oi7n->^^T>tfi^U >&■^t^ LB*&M 
X-m^mh. QIA prep8 mini prep {^7^y^) ^ffll/iT:/97$ H DNA 
^IllSlb?^. ^iiL;tDNA0-|$^ffiViT$iilS»^Sal I:fei;aCSpe \ \Z^ 

i3^J©^)£0fefeCDSliSJS DyeDeoxy Terminator Cycle Sequence Kit (71— 

10:fea:c;i l(D'&figDNA:/^'1'v--eiii|®$n^^^DNA@B^J (E^J# 
^ : 1 4) ^^XS}i V SLC-1 5ie^&^^t tTE^J#^ : 1 2*5i;UCi 3 
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1-9 t h sLc-i (s) cHo mm^^xf^ b b sLc-i a) cho 

6 1-8 -eSB^J*«?l]S$n;^L t h SLC-l (S) k h SLC-l a) dtSA$ 

Midi Kit (^T^*>^t) <^fflViT:/^X5 tllS^^Sal I J: 

tJt Spe I T-^irbT-f >15— hgB:^'^^ D m tfcc h DNA \m^k 

— y^XS HpAKKO-lllH (Hinuma, S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994)gB«© pAKKOl. IIH t(^-©'^^'^-7'7X5 H) 

15 Hffl :/77> 5 K pAKKO-hSLC-1 (S) <i: pAKKO-hSLC-1 a) ^^mbfco 

pAKKO-hSLC-1 (S):feJ:tJJpAKKO-hSLC-ia)*???^afe^bfeL coUDHS a(h 
Plasmid Midi Kit {^Ty>^ MV^TpAKKO- 
hSLC-l (S) t pAKKO-hSLC-1 a) ® 5 H DNA ^mnVTco CinS Cel IPhect 
Transfection Kit (TVi^^A7 7Jl''7i^TA-r:*-x^a) SfflVi^^©:/ 

20 Dhn;i/tc:«£oTCHO dhfnaBflaJc^Abifc. lo a* g0DNA$u>^;^7jl/v' 

-^ty^^^^MEM o*g«!Tigl|Ufe, mum^'VmMVXK^h h SLC- 
25 1 (S) m&lrmx CHO aiST^S J^S^^SBHaon Dr:-56 ^ p-.>:fe 

k h SLC-l a) mm^mA cho «BjiaT^5?^®iKsiiffliao3 azi-ei ^ d- 

1-10 k h SLC-1<S)*5 j;a?k b SLC-l (L) mRNA 
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1(1) ^61 ^^D->©inRNA©^S*^CytostarTPlate (7T->-^A7t;I/ 

Lfto CHO/hSLC-l(S)t!|c:feJ;^;CHO/hSLC-l(L) tS^CD^i^ d-><£ Cytostar T 
5 Plate ©^well 1 2.5 x lO^fi-f-C^jtSlbT 24Nfra*g||bfe^. 10%^)^^ 
^) >\Z^'DXmm^mi^Vfto #welUC0.25% TritonX-100?&^j&ntTSll 

flSOjiiitt^i&tf fe^, ''S y^JVLTcmmm^ : 1 6 ® riboprobe ^JPx.T 
A'r:/U^^X$ii:fco 20 mg/ml © RNaseA wel l icSn^Tjiil© 
riboprobe fmt, h^J;<^lfe5tL.m A-f >^Ui5^-r7:Lfc 

.10 riboprobe 0j{cl*filtt*TopcounterTS!l5£bfc. Mi^^OM^miH^mh 

57 

15 -X h^ttOSiJ^ 

1-10 rn^tlfc t h SLC-1 1^31 CHO rnf&i^ D-> 57 :fe ckt;## 
l«l 1 - 4T#enfc^y h SLC-1 |^^CH0ifflj|g^O-> 44 <£fflViT. OT® 

tc U >ili^ffi4S:ti[* (pH 7. 4) fC t y h SLC-1 CHO 

-do iM NaHC03 , 5 mM EDTA. pH 7.5)^ 10 ml m^ tsV hU>'!i^=i:Pi- 

-f if-^fflViT>j:^:>>^^-hL}t.4ooxgT 15 ^m^'bLm^ntz^m^ 

$ 100. OOOXg T 1 I^FBlMii>L/.l^jii^©j5fcSt#l£#fe. C0t^m>^^ 2 ml 
<Z)7y-fe'1'/t«/7 7-[50 mM Tris-HCl(pH.7.5)^ 1 mH BDTA. 0.1% BSA(^7 
25 ■pjmr)V'^^»^ 10 liM MgC12. 100 mM NaCK 1 m M GDP (^7/>^>5' 
-HU >m) . 0. 25 mMPMSF(7x-;i/;>l^;l/X;i/)tcnJl/7;i/Pr^-< K) , Img/ml 
^':/X^^y. 20 mg/ml n-r^y9^>, lOmg/ml y;^-^^:^^^ H>]fcSK 
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ydVymo 96 T^yi/- h{w> 7^;/-k'1';t>;/7r-T^IRU^c SLC-1 ^^CHO 
mmm^ m U l OMSO^IlST^f^bfc 3x10-">M MCH 2 ti U 

6 m^OjlBmz^lSil'tdm.^'^mmm.l n U *5i;rXPS]-Guanosine5' -(r 
-thio) triphosphate(^-'fk^^i5 ihlSD 25 1 ^tl^tl^iraLfcCSH 
liaMj^liS:20 g/mK PS]-Guanosine5'-(T-thio) triphosphate i^jSS : 
0.33nM), il(Z)SJSIg^25'C-ril^^l a#LfcJ:^t?>M)i&$■&;^^^ ;5^7X7 
^;|/^-(GF-C)^ffiV^T®§l53iL. $e>«#?^ (SOmM Tris-HCim« 

10 PH7.5) 300 ft 1 l?3IsI»Lfeo JVi5'-M#:^>5^1/-i5'-& 
SOml ^llDU ^o7S:i*l*Stt^^#:>'>5"^-'>3>:^':7>i$'-l?«i|^L;^c. 

«Lfc t #©«i:l>f«tt)/ (MCH <£8SiPLfci#OSS:l*«tt-DMS0 ^|gc^&^ 

lipbfc.h^o&lif^'li) X 100 tUT. ig-g-a^^ (%) 50^e>'fb'&#i© IC5, 













lfl§14 (IC,.ffi: nM) 




5 



20 

<t;-&ti (I) . (10 *5<k(^^ne>®^«. snfcMCHg^ft^^f^ffi 
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1. ^ 

Ar'— X— Ar— Y— NC ) „ 



5 [^fp. Ar MiTOS^^bTV>Tfe«kViil4^S^ ; 

Ytth \zmmm^m l x^^^xt^^^^^m^nmrn ltv^t %> j; < , r 

15 2. R^:feJ:tXR275t(^-^fcfJ^;^j:oT7Km®^*:^c«gMS^*LTViT 
5. ^ 
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Ar'— X— Ar— Y— i (I') 



X\«CONR«> NR«CO (R«J^^IST, ADy>fl::$nwT'b ^.^ 
Ya£m®M^I8: 1 ifeViL 6 ©X'^— ti— * ; 

Y t ^ fcSmS^W bXViT t) J; Vi'^gm^^^<£?^^bTViT J: < a 
6. X»;&UONR«*fcttNR«CO (R^iTK^H^. ADy:/'fb$nTViTt)i: 

c i_67;v^;i', Aay>'ft:$nTV^T%)J;Vi c i.^7}V=¥)V-:f])Vt^:^)V. 

ADy>{fc$nTV^Tt)<kViCi_67;W=^>'PX;pJJ^n;l/^l:^T) T^O, R' 

^^UK^i!}m-'^rcitm^^x7iimm'^^rc\tmm^^^i^x^^x^^^^ 
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7 . Ar ^ x^^n^mmffi^mmm^hm-^m 5 Em©^t;^ti. 

10. Ar^i^^, §ift«^WbWT%).kVU6_i47U-;i/TM^$nTViT 
% J: tf^ U 5 ^«0!)fb^4^. 

15 1 2 . Ar x^-^n^m^^^m^j^mm-^m^m 9 u 1 4 ©si-^^^^c^ 
1 3. Ar T^$n§ie^^3i^5f#^;iyn om^0m^'^mmmmmi!$> 

1 4. Ar rm^Mm'^^m^^mmUfi^y U >*fc«:h7^^>Ta5§lf 

20 ^^SlB^O^b'&tl. 

25 16. YT?^$n§^^0M^l;^Vib6(D;^^— tJ—d^. -0-. -S-. 
-co-, -so-, -so 2-, -NR8- (Rn^TK^MiF, AOdrMb^nW 

Tfe cfcv:* c i_67;i/=^;k AD^'>{b$nTViTt) c i_67;WU-:jb;p 
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7^ b 3 ® /{»^ ^, 2 5 IBiJ©ft:'&'fei. 

5 19. ^^mmm^'ejvt^vy. tf^u^^x tr^^j^x trnui?>, 

2, H o-f > H-;k 1. 2, 3. i-y-hy\i\^ti^/ U >*;^« l, 2, a, 4 

10 2 1. 5 |2m©fl:'&#i©:^P H y y ^. 

2 2. 4'-^7ao-N-[6-[(N. N-i^^5";i/T5y);t^;W-2-:^75";W[l.l'- 
f7x:::;W-4-*JI/3l?=^^lJ-S H ; ' 

4' p D-N- [6- (1- tr p u -2-:?-:75";W [i. i ' - \dyx.=.M- 

15 4' -7;i/:tD-N-[2-(l- tfP U i^=.)V;<^)W-6-^y U -JW [1. 1' -tf 7xn 
;i/]-4-:!!j;i/3j^^-y-5 H ; 

4'_^pp_N-[2-[(2-^5^;W-4.5-i?t iin-HS-i )V) 
20 ;W-6-^7 U [1, 1' -k*7xn;W-4-;^7;PjJ?^1^5 K •; 

4' _/7 p p_N_ [2- [(2,2. 6. 6-5^ h ^ ^ tf^ U v'-jl/) -6-=^^ / 

'J riJH [1. 1' -H7x::i;W-4-;^7;P7i^^1}-S h* : 
4-(4-^PD7x:::;W-N-[2-(l-tfP'Ji?r:;M5";P)-6-=^^/ U-;i/]-l-tf 

25 N-[2-(i-tfPUi^n;M^;0-6-^/ u-;w [i,i'-if7x-;i/]-4-;^;pJi? 

6- (4-pt5';|/7 X :zjV) -N- [2- (1- 1! P U -6-^ / U □ 5" 

4_(4_^ h:^5/7x:n;W-N-[6-(l-b:p U -J:=.)V;^^M-2-i-y^)V]-\-\f 
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6-(4-;< h^->7xr:;|/)-N-[6-(l-tf PU -J::i)V^^JV)~2-^y^M-u^ 
2 3. iC: Ar'-H (XII) 



L-X^-Ar— Y-N(^ : (x,,,) 



» 



.0 ^\tmm^. ^(Dmo)mmmimbumtnm.m^^t]-i^^-^ 



Ar'— X— Ar— Y— N^' (D 



5 2 4. ^:fe«iMTabsif^:gi|B«o^j. 
26. 

Ar'— X— Ar— Y— ) 
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Y i ^: h\zmm&^^vx\^^xh^^^^^Mmmmt:m^vx\f^xh^< > r 

2 1. ^ 

Ar'~X-Ar-Y-N<^ j 




^f^g^g-rs^mm^. Y^^xSht tt^\zwmmmhx\<^xh^\^^^ 
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202 



•Ar — 



X— Ar— Y— N 




(I) 



5 R '^^Z^K'\m-1^ft\mf3i'z>X7iimm'f^^\m»mt:^LX\,^X%^ 

x^>x%^^^^^mmmm^m^vx%^<. immmt^^mm^i^^n 
^umm-r^^mm^. Y^^xSkr tth\zmm^^t\^x\,^xh^^^^^ 
2 9. mmm(om'mmm^mmr^rci!b<D. ^ 

Ar'— X— Ar— Y— NC m . 



15 Ar immm^^vx^^xh^^^^m-^^m^^^m^ ; 

R ^^^x^K ^m-^^\tmf3i-:>x7Kmm^i^rcimmM^^hx\,^x%^ 

xv^xh^^f^'kmmmmi^mvx^^K. r 

Y ^: 1 1) Jcaife*** bT ViT t> J: Vi^^^^^S^ J^fife bT ViT t) J: < . R 

20 Htmwt^^mm^. Y^^xskv tth\zmm^^^vxi^^x^^i,^^^ 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries. Ltd. 
<120> Melanin Concentrating Hormone Antagonist 
<130> 2723W00P 
<150> IP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 
<160> 16 
<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<2i2> DNA 

<213> Artificial Sequence 

<220> 
<223> 
<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly Pro Asn Ala Ser Asn 
i . 5 10 15 

He Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He He Met. Pro Ser Val Phe Gly 

35 . 40 45 

Thr lie Cys Leu Leu Gly He Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 70 75 80 

Phe He He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser GJn Phe 

115 120 125 

Thr Ser Thr Tyr He Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe He Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly <:ys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 
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Thr Ala Ala Tyr Val Lys lie Leu GIe Arg Met 


Thr Ser Ser Val Ala 




225 


230 235 


240 




Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 


Lys Arg Val Thr Arg 






245 250 


255 




Thr Ala lie Ala He Cys Leu Val Phe Phe Val 


Cys Trp Ala Pro Tyr 






260 265 


270 




Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 


Arg Pro Thr Leu Thr 




275 


280 


285 




Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 


Gly Tyr Ala Asn Ser 




290 


295 


300 




Cys Leu Asn Pro Phe Val Tyr lie Val Leu Cys 


Glu Thr Phe Arg Lys 




305 


310 315 


. 320 




Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 


Gly Gin Leu Arg Thr 






325 330 


335 




Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 


Thr Glu Ser Lys Gly 






340 345 


350 




Thr 








<210> 4 








<211> 1074 








<212> DNA 








<213> Rat 








<400> 4 








gtcgacatgg 


atctgcaaac ctcgttgctg tccactggcc 


ccaatgccag caacatctcc 


60 


gatggccagg 


ataatctcac attgccgggg tcacctcctc 


gcacagggag tgtctcctac 


120 


atcaacatca 


ttatgccttc cgtgtttggt accatctgtc 


tcctgggcat cgtgggaaac 


180 


tccacggtca 


tctttgctgt ggtgaagaag tccaagctac 


actggtgcag caacgtcccc 


240 


gacatcttca 


tcatcaacct ctctgtggtg gatctgctct 


tcctgctggg catgcctttc 


300 


atgatccacc 


agctcatggg gaacggcgtc tggcactttg 


gggaaaccat gtgcaccctc 


360 


atcacagcca 


tggacgccaa cagtcagttc actagcacct 


acatcctgac tgccatgacc 


420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 
atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat. cacccctgtg 540 
tggctctacg ccaggctcat tcccttccca gggggtgctg tgggctgtgg catccgcctg 600 
ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 
cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 
gtggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 
attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 
cagctgtcca tcagccgccc gaccctcacg tttgtctact fgtacaacgc ggccatcagc 900 
ttgggctatg ctaacagctg cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 
cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 
aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 5 
<211> 262 
<212> MA 
<213> Rat 
<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 
uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 
aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcagcag gcaucacuga 180 
caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 
gcuguuagca uagcccaagc ug 262 
<210> 6 • 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc ctcaaccc 18 
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<210> 7 






<211> 18 






<212> DNA 






<213> Artificial Sequence 


<220> 






<223> 






<400> 7 






cctggtgatc tgcctcct 


18 


<210> 8 






<211> 1275 






<212> DNA 






<213> Human 




<400> 8 






taggtgatgt 


cagtgggagc 


catgaagaag 


ggcagcggct 


gccaggctac 


ggaggaagac 


ggacaaggtg 


gcaggcgctg 


gaggctgccg 


cggttgtggg 


agcaggcgac 


cggcactggc 


actggtccca 


acgccagcaa 


cacctctgat 


cctcctcgca 


cggggagcat 


ctcctacatc 


atctgcctcc 


tgggcatcat 


cgggaactcc 


aagctgcact 


ggtgcaacaa 


cgtccccgac 


ctcctctttc 


tcctgggcat 


gcccttcatg 


cactttgggg 


agaccatgtg 


caccctcatc 


agcacctaca 


tcctgaccgc 


catggccatt 


tcttccacga 


agttccggaa 


gccctctgtg 


ctctccttca 


tcagcatcac 


ccctgtgtgg 


ggtgcagtgg 


gctgcggcat 


acgcctgccc 


ctgtaccagt 


ttttcctggc 


ctttgccctg 


aggatcctgc 


agcgcatgac 


gtcctcagtg 
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ggagtgggga 


gggcagttgg gcttggaggc 


60 


ccccttccca 


actgcggggc ttgcgctccg 


120 


cagcctgcgt 


gggtggaggg gagctcagct 


180 


tggatggacc 


tggaagcctc gctgctgccc 


240 


ggccccgata 


acctcacttc ggcaggatca 


300 


aacatcatca 


tgccttcggt gttcggcacc 


360 


acggtcatct 


tcgcggtcgt gaagaagtcc 


420 


atcttcatca 


tcaacctctc ggtagtagat 


480 


atccaccagc 


tcatgggcaa tggggtgtgg 


540 


acggccatgg 


atgccaatag tcagttcacc 


600 


gaccgctacc 


tggccactgt ccaccccatc 


660 


gccaccctgg 


tgatctgcct cctgtgggcc 


720 


ctgtatgcca 


gactcatccc cttcccagga 


780 


aacccagaca 


ctgacctcta ctggttcacc 


840 


ccttttgtgg 


tcatcacagc cgcatacgtg 


900 


gcccccgcct 


cccagcgcag catccggctg 


960 



Vi 
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cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact a-tgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 
gtgtacatcg tgctctgtga gacgttccgc aaacgcttgg tcctgtcggt gaagcctgca 1200 

gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 

agcaaaggca cctga 1275 

<210> 9 

<211> 422 

<212> PRT 

<213> Human 

<400> 9 

MeT Ser Val Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

50- 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 • 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He He Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Val Pro Asp lie Phe lie lie Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT Gly Asn Gly 

165 no 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 ■ 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

40.5 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 

I 

<211> 33 
<212> DNA 

<213> Artificial Sequence 

■<220> 
<223> 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 



<210> 13 








<211> 33 








<212> DNA 








<213> Artificial Seaueoce 






<220> 








<223> 








<400> 13 








aactagttca ggtgcctttg 


ctttctgtcc 


tct 33 




<210> 14 






• 


.<211> 1074 








<212> DNA 








<213> Huian 








<400> 14 








gtcgacatgg aectggaagc 


ctcgctgctg 


cccactggtc ccaacgccag caacacctct 


60 


gatggccccg ataacctcac 


ttcggcagga 


tcacctcctc geacggggag catctcctac 


120 


atcaacatca tcatgccttc 


ggtgttcggc 


accatctgcc tcctgggcat catcgggaac 


180 


tccacggtca tcttcgcggt 


cgtgaagaag 


tccaagctgc actggtgcaa caacgtcccc 


240 


gacatcttca tcatcaacct 


ctcggtagta 


gatctcctct ttctcctggg catgcccttc 


300 


atgatccacc agctcatggg 


caatggggtg 


tggcactttg gggagaccat gtgcaccctc 


360 


atcacggcca tggatgccaa 


tagtcagttc 


accagcacct acatcctgac cgccatggcc 


420 


attgaccgct acctggccac 


tgtccacccc 


atctcttcca cgaagttccg gaagccctct 


480 


gtggccaccc tggtgatctg 


cctcctgtgg 


gccctctcct tcatcagcat cacccctgtg 


540 


tggctgtatg ccagactcat 


ccccttccca 


ggaggtgcag tgggctgcgg catacgcctg 


600 


cccaacccag acactgacct 


ctactggttc 


accctgtacc agtttttcct ggcctttgcc 


660 


ctgccttttg tggtcatcac 


agccgcatac 


gtgaggatcc tgcagcgcat gacgtcctca 


720 


gtggcccccg cctcccagcg 


cagcatccgg 


ctgcggacaa agagggtgac ccgcacagcc 


780 


atcgccatct gtctggtctt 


ctttgtgtgc 


tgggcaccct actatgtgct acagctgacc 


840 
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cagttgtcca tcagccgccc gaccctcacc tt.tgtctact tatacaatgc ggccatcagc 900 
ttgggctatg ccaacagctg cctcaacccc tttgtgtaca tcgtgctctg tgagacgttc- 960 
cgcaaacgct tggtcctgtc ggtgaagcct gcagcccagg ggcagcttcg cgctgtcagc 1020 
aacgctcaga cggctgacga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcagtgggag ccatgaagaa gggagtgggg agggcagttg ggcttggagg 60 
cggcagcggc tgccaggcta cggaggaaga cccccttccc aactgcgggg cttgcgctcc 120 
gggacaaggt ggcaggcgct ggaggctgcc gcagcctgcg tgggtggagg ggagctcagc 180 
tcggttgtgg gagcaggcga ccggcactgg ctggatggac ctggaagcct cgctgctgcc 240 
cactggtccc aacgccagca acacctctga tggccccgat aacctcactt cggcaggatc 300 
acctcctcgc acggggagca tctcctacat caacatcatc atgccttcgg tgttcggcac 360 
catctgcctc ctgggcatca tcgggaactc cacggtcatc ttcgcggtcg tgaagaagtc 420 
caagctgcac tggtgcaaca acgtccccga catcttcatc atcaacctct cggtagtaga 480 
tctcctcttt ctcctgggca tgcccttcat gatccaccag ctcatgggca atggggtgtg 540 
gcactttggg gagaccatgt'gcaccctcat cacggccatg gatgccaata gtcagttcac 600 
cagcacctac atcctgaccg ccatggccat tgaccgctac ctggccactg tccaccccat 660 
ctcttccacg aagttccgga agccctctgt ggccaccctg gtgatctgcc tcctgtgggc 720 
cctctccttc atcagcatca cccctgtgtg gctgtatgcc agactcatcc ccttcccagg 780 
aggtgcagtg ggctgcggca tacgcctgcc caacccagac actgacctct actggttcac 840 
cctgtaccag tttttcctgg cctttgccct gccttttgtg gtcatcacag ccgcatacgt 900 
gaggatcctg cagcgcatga cgtcctcagt ggcccccgcc tcccagcgca gcatccggct 960 
gcggacaaag agggtgaccc gcacagccat cgccatctgt ctggtcttct ttgtgtgctg 1020 
ggcaccctac tatgtgctac agctgaccca gttgtccatc agccgcccga ccctcacctt 1080 
tgtctactta tacaatgcgg ccatcagctt gggctatgcc aacagctgcc tcaacccctt 1140 
tgtgtacatc gtgctctgtg agacgttccg caaacgcttg gtcctgtcgg tgaagcctgc 1200 
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agcccagggg cagcttcgcg ctgtcagcaa cgctcagacg gctgacgagg agaggacaga 1260 
aagcaaaggc acctgaacta gtt 1283 
<210> 16 ■ 
<211> 420 
<212> RNA 
<213> Huian 
<400> 16 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc qacuaguuca ggugccuuug 60 
cuuucugucc ucuccucguc agccguciiga gcgaugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guauaaguag 240 
acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaog gcgauggcug ugcgggucac ccucuuuguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOl/03614 



A CLASSinCATION OF SUBJECT MATTER 

Int. CI"' A61K31/167, 31/40, 31/4453, 31/4709, 31/4545, 31/454, 31/4375, 31/47, 
31/4725, C07C233/80, 237/48, C07D211/16, 211/14, 211/18, 295/135, 
405/12, 401/06, 417/06, 401/12, 211/22, 471/04, A61P43/00, 3/04 

According to International Patent Classification (IPC) or to both national cl assification and IPC 

B, FIELDS SEARCHED 



INGnimum documentation searched (classification system followed by classification symbols) 

Int. CI"' A61K31/167, 31/40, 31/4453, 31/4709, 31/4545, 31/454, 31/4375, 31/47, 
31/4725, C07C233/80, 237/48, C07D211/16, 211/14, 211/18, 295/135, 
405/12, 401/06, 417/06, 401/12, 211/22, 471/04, A61P43/00, 3/04 



Documentation searched other than minimum documentation to the extent that such documents are inchided in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search tenos used) 
CAPLUS (STN) , MEDLINE (STN) , EMBASE (STN) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



WO 99/52875 Al (Takeda Chemical Industries, Ltd.), 
21 October, 1999 (21.10.99), 
especially, page 83 

6 EP 1070054 Al & JP 2000-226373 A 

WO 95/32967 Al (SmithKline Beecham PLC), 

07 December, 1995 (07.12.95), 

& EP 763034 Al & JP 10-500960 A 

WO 98/38156 Al (Takeda Chemical Industries, Ltd.), 

03 September, 1998 (03.09.98), 

& EP 971878 Al & JP 11-80098 A 

WO 01/21577 A2 (Takeda Chemical Industries, Ltd.), 
29 March, 2001 (29.03.01), 
(Family: none) 

WO 00/31021 Al (Takeda Chemical Industries, Ltd.), 
02 June, 2000 (02.06.00) 
& JP 2000-212076 A 



Relevant to claim No. 



3,4,5-23,24, 
25,28,29 



5-23 



5-23 



1-4,5-23,24, 
25,28,29 



1-4,5-23,24, 
25,28,29 



Further documents are listed in the contmuation of Box C. Q See patent toily annex. 



Special categories of cited documents: 
•A" document defining the general state of the art which is not 
considered to be of particular relevance 

V earlier document but published on or after the international fiUne 
date 

V document y/hith may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

■P" document published prior to the international filing date but later 
than the priority date claimed 



*T* later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle ot theory underiying the invention 

"X* document of particular relevance; the claimed invention cannot be 
C(msidered novd or cannot be considered to involve an inventive 
step when the document is taken alcme 
document of particular rdevanoe; the claimed invention cannot be 
considered to mvolve an mventive stq> when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the International search 
30 July, 2001 (30.07.01) 


Date of mailing of &e international search rq;)ort 
07 August, 2001 (07.08.01) 


Name and mailing address of the ISA/ 
Japanese Patent Office 

Facsimile No. 


Amh(»ized ofQcer 
Telephone No. 



Fonn PCT/ISAy210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



Intonational application No. 

PCT/JPOl/03614 



C(Cotttiiiuation). IX)CUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, widi indication, where appropriate, of the relevant passages 



WO 00/40725 Al (Takeda Chemical Industries, Ltd.), 
13 July, 2000 (13.07.00), 
& JP 2001-141728 A 



Relevant to claim No. 



P,A 



1-4,5-23,24, 
25,28,29 



Fonn PCT/ISA/210 (continuation of second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 


International application No. 

PCT/JPOl/03614 


Box I Observations where certain claims were fonnd nnsearchable (Continuation of item 1 of first sheet) 



This international seaidi xepott has not been estabMed in re^ct of certain claims under Article 17(2)(a) for the following reasons: 



1. 13 Claims Nos.: 26,27 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claims 26 and 27 pertain to methods for treatment of the human body by 
therapy, and thus relate to subject matters which this International Searching 
Authority is not required, under the provisions of Article 17(2) (a) (i) of the 
PCX and Rule 39.1 (iv) of the Regulations under the PCX, to search. 

2. £2 Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. [Ji Claims Nos.: 

because they are dependent claim s and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box n Observations where unity of invention Is lacking (Continuation of item 2 of first sheet) 
This International Searching Authcwity found nniMpIe inventiwis in this international application, as follows: 
{See extra sheet.) 



1. □ As all required additional search fees ware timely paid by tiie applicant, this international search report covers all searchable 

clamis. 

2. 1^ As all searchable claims could be searched without effortjustifying an additional fee, to 

of any additional fee. 

3. □ As only some of the required additional sean:h fees were timely paid by the appUcant,tiiisintenmtionalsw^ 

only tiiose claims for whidi fees were paid, ^dfically claims Nos.: 



4. Q No required additional search fees were timely paid by the ^pUcantConsequentfy.tiusint 

search report is restricted to tiie invention first menti<med in tiie claims; it is covered by claims Nos.: 



Remark on Protest O The additional search fees wctb accompanied by tiie applicant's protest 
No protest accompanied tiie payment of additional search fees. 

Form PCT/ISA/210 (continuation of first she^ (1)) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOl/03614 



Cont inuation of Box No. II of continuation of first sheet (1) 



The inventions of claims 1 to 4, 24, 25, 28, and 29 relate to melanin 
concentrating hormone (MCH) antagonists containing as the active ingredient 
compomds represented by the general formula (I) in claims 1, 28, and 29 
and preventive and therapeutic drugs for MCH- related diseases such as 
obesity. 

The inventions of claims 5 to 23 relate to compoiands represented by 
the general formula (I») in claim 5, processes for the preparation of the 
compounds, and drugs for nonspecified uses containing the compounds. 

In terms of chemical substance, the compounds of the general formula 
(I') are included among those represented by the general formula (I) in 
claim 1. Further, the results of prior art search reveal that two inventive 
concepts, i.e. , «use of novel compounds as drugs" and "novel use of piablicly 
known compounds as dinigs" intermingle in claims 1 to 4, 24, 25, 28, and 
29. Such being the case, a group of inventions of claims 1-4, 24, 25, 28 
and 29 and a group of inventions of claims 5 to 23 are not considered as 
relating to a group of inventions so linked as to form a single general 
inventive concept. 



Form PCT/ISAy210 (extra sheet) (July 1992) 



mmam^^ pct/jpoi/o36 i4 



A. mmo^m-r^mcojm m^i^m^m (IPC) ) 

Int. Cr A61K31/167, 31/40, 31/4453, 31/4709, 31/4545, 31/454, 31/4375, 31/47, 31/4725, C07C233/80, 237/48, 
C07D211/16. 211/14. 211/18, 295/135, 405/12. 401/06, 417/0& 401/12, 211/22, 471/04. A61P43/0ft 3/04 



Int. cr A61K3 1/167. 31/40. 31/4453. 31/4709. 31/4545, 31/454. 31/4375, 31/47. 31/4725. C07C233/80. 237/48, 
C07D211/16, 211/H 211/18. 295/135, 405/12, 401/06. 417/06, 401/12. 211/22, 471/04. A61P43/0a 3/04 



CAPLUS (SIN) . MEDLINE (STN) , QffiASE (SnO 



C. 



m:scm<o 



WO 99/52875 AKTAKEDA CHEMICAL INDUSTRIES. LTD.) 
21. 10^ . 1999(21. 10. 99) especially page 83 
ft EP 1070054 Al & JP 2000-226373 A 

ffO 95/32967 Al (SMITHKLINE BEECHAM PLC) 
7.12^.1995(07. 12.95) ft EP 763034 Al & P 10-500960 A 

WO 98/38156 AKTAKEDA CHEMICAL INDUSTRIES, LTD.) 
3.9^. 1998(03.09.98) & EP 971878 Al ft JP 11-80098 A 



3, 4, 5-23, 24, 
25, 28, 29 



5-23 



5-23 



roj ami^ii^m^^ mm. R^m\cmR-ti>xm 



30. 07. 01 



mmmm^o^s 07 08 0 1 



H*H<l*fF;T (I SA/JP) 
S0S»-§-l 00-89 15 




4C 



94 5 5 



03-3581-1101 rtIR 3451 



«^PCT/I SA/210 (^2-<-i^) (1 9 98^7^) 



BSRWKS^ PCT/JPO 1/0 3 6 1 4 



p. A 
P,A 



WO 01/21577 A2(TAKEDA CHEMICAL INDUSTRIES, LTD.) 
29. ZM . 2001 (29. 03. 01) (7 r 5 y —ti U) 

WO 00/31021 AKTAKEDA CHEMICAL INDUSTRIES, LTD.) 
2.6^.2000(02.06.00) & JP 2000-212076 A 

WO 00/40725 AKTAKEDA CHEMICAL INDUSTRIES, LTD.) 
13.7^.2000(13.07.00) & JP 2001-141728 A 



-4. 5-23, 24. 
25, 28, 29 

1-4. 5-23, 24, 
25. 28, 29 

1-4, 5-23, 24, 
25, 28, 29 



^PCT/I SA/2 10 (^2'<-v?<0iK%) (1 9 9 8^7^) 



BKtUS## PCT/JPO 1/036 14 



m^S^ms^ (PCTi 7^fe(2)(a)) (OM'&KX*}. ^:<0HSP^«^tt5>c©aft^^:J;9IS«©S6fflro-SB^^:o^^-c# 

1. @ ai»<P«B 26.27 tt .^(0aRPBtE«ll«i)^Sr-t-SCfc^SU^V>»ftg«St>g)-Cfe5. 

^^co®H2 6J^t;2 7(4. ?&^(cJ;§A{4^'^*3;g:*r}fetc^^U. PCT17^(2) 



1. □ taiSAd5/£:«ll»teiiiPP*^»*!-*-r'<-CJ!IJKrti:^bfc«)t?, rrosSISiaEaS'fi. f'<r©fBl£Wfii*:g»* 



4'. □ amxi!^i^^^wmm^^%c^^m?s\;^\m^4Uii)-':>-k.(oi*. t.<omms£niSfis is*<o«sh<o«iij»j:k« 



«IAPCT/I SA/21 0 (^l-^-S^roS^ (1) ) (1998¥7^) 



m^tamS^ PCT/JPOl/0 3 614 



tt*OOTl7!;M4. 2 4, 2 5. 2 8Rt;f2 eiB^OlSKW:, 2 8 

Xft2 9{;:*5tt'5S; <i) -e^$^^S'^b'a•t»^W^fife:9•i•rs^7^>@*:^^^*> (MC 

lf*o®H5 75S2 3lBtt<^aige^fi, ■e<^f»^oOT5{::^3JtS^ (I' ) -^^^tu^-fb 

±iBS; (I' ) T-S$tb5^b-a-«^fi, -fb-atJi: L-CW:, ft^O^H 1 1^1*3 tt^^ (I) T- 
*©$5ai:?5M4, 2 4, 2 5, 2 8S;tJ^2 9 0|B«JJ:J;tb«r, ^^(-(i, mmt-^^(D 
h(Dtm^hn. ^OJ^^, ^^©$SH1BM4, 2 4, 2 5, 2 8RXf2 9Bm(D^m 



«S;PCT/I SA/2 1 0 (1#SiJ'<— i^) (1 9 9 8¥7^) 



THB PAGE BLANK ffjsm) 



